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Editorial 





ITH THIS issue of the A. M. A. Arcuives oF DERMATOLOGY, the word 

SYPHILOLOGy is dropped from the title and a new cover makes its appearance. 
The change is of some historical interest. For several years there has been dis- 
cussion about omitting the word “Syphilology,” but objection has cropped up here 
and there on the grounds that the name over the years has become established and 
therefore should not be changed. 


According to Gahan, the first dermatologic journal to appear in this country was 
the American Journal of Syphilology and Dermatology. It appeared in January, 
1870, and was published for five years. In October, 1874, the Archives of Derma- 
tology was first published ; it lasted until October, 1882, when it was succeeded by 
the Journal of Cutaneous and Venereal Diseases. This name was changed in 1887 
to the Journal of Cutaneous Diseases and Genito-Urmary Diseases, and in 1903 it 
became the Journal of Cutaneous Diseases, Including Syphilis. The last issue 
appeared in December, 1919, when the American Medical Association took over the 
publication and changed the name to the Arches of Dermatology and Syphilology. 
The prefix A. M. A. was added in 1951, and now in January, 1955, the name 
becomes the A. M. A. Arcuives or DERMATOLOGY. 

It now appears that the time has come to adopi this new title and to drop the 
word “Syphilology.” The advent of the new cover precipitated the change. The 
cover page contains, in addition to the table of contents, a clinical illustration 
selected from one of the articles—occasionally a photomicrograph may take its place. 

The diagnosis and treatment of patients with syphilis is no longer an important 
part of dermatologic practice. The papers on syphilis that are now submitted to 
the ArcHIvEs are few and far between. Few dermatologists now have patients 
with syphilis; in fact, there are decidedly fewer patients with syphilis, and so con- 
tinuance of the old label, “Syphilology,” on this publication seems no longer war- 
ranted. 
Hence, the A. M. A. Arcuives or DERMATOLOGY, a journal with a shorter title 


and a new cover, comes into being with this issue. Tux Cus Forres 
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MELANOTIC FRECKLE (HUTCHINSON), MELANOSE CIRCONSCRITE 


PRECANCEREUSE (DUBREUILH) 


JOSEPH \’. KLAUDER, M.D., and HERMAN BEER- 
MAN, M.D., Philadelphia 


HINO 


By HAS been stated that diagnosis of 
cutaneous malignant melanoma is com- 
parable to writing the death certificate of 
the patient. An exception to this gloomy 
prognosis is the malignant melanoma arising 
from the pigmented lesion that Hutchinson * 
first described as senile freckle or infective 
melanotic freckle, later termed by Darier and 
by Dubreuilh lentigo malin des vieillards and 
still later by Dubreuilh* mélanose circon- 
scrite précancéreuse. 

We believe this disease is too briefly dis- 
cussed in the usual textbooks of dermatology 
to afford comprehensive understanding of 
the pathologic process and differentiation 
from the more serious malignant melanoma 
arising from the pigmented dermoepidermal 
nevus (junction type nevus). Such differen- 
tiation is of importance from the standpoint 
of prognosis and of treatment. Discussion 
of these features is the object of this report. 

Since Hutchinson’s * brief description of 
the disease relatively few comprehensive re- 
ports have been published. Notable excep- 
tions are the critical analysis by Dubreuilh * 
of 35 cases (30 of which were compiled from 
the literature), the studies of Miescher,} and 
the report of Justitz.* Subsequently, a few 
reports of one or several cases have appeared. 
Excluding Dubreuilh’s study, we have been 
unable to determine from the literature what 
percent of patients succumb from metastasis 
originating from the malignant tumor. This 
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* References 1 and 2. 

+ References 4 and 5. 


is in contrast to many statistical reports of 
the mortality rate of malignant melanoma 
secondary to a dermoepidermal nevus. From 
evidence later presented the mortality rate 
of the tumor stage of the melanotic freckle 
is apparently lower. 

The melanotic freckle is presented in two 
stages—-the pigmented precancerous stage, 
and the tumor stage or malignant melanoma. 

In the series reported by Dubreuilh,® the 
incidence of the disease was about equal in 
both sexes. The age of the patient at its 
onset was variable; the extremes were 18 
and 68 years; the average was 40. Of 26 
patients in his series, 15 were between the 
ages of 18 and 40 years, and 11 between 41 
and 68 years. Apparently, then, the term 
“senile” to designate the lesion is not always 
appropriate. 

In the 35 cases reported by Dubreuilh, the 
location of the disease (with and without the 
tumor stage) was as follows: face, 17 cases; 
the lids alone, 2 cases ; the conjunctiva alone. 
4 cases; lids and conjunctiva, 3 cases; mu- 
cous membrane, 2 cases ; extremities, 7 cases. 

Of 10 cases reported by Justitz,® 6 were 
in females. Excluding two patients, aged 34 
and 49 respectively, the age range was 64 
to 81. The face was affected in nine (the 
cheek in six) ; in the remaining patient the 
finger was the site of the lesion. 

The face, especially its upper portion, is 
stressed by all writers as the predominating 
site of the disease. The lids and conjunctiva 
are perhaps the second most frequent site. 
Apparently the disease may occur in different 
regions of the skin. It occurs on the penis 
and on the ear (Fig. 3). Dubreuilh mentions 
its occurrence in the axilla and on the breast, 
and Hutchinson * on the lip and prepuce. 

The pigmented or precancerous stage of 
the disease, the melanotic freckle, first ap- 
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Fig. 1 (Case 1).-—A, an irregular-shaped lesion of melanotic freckle of 15 years’ duration. The 
color varied from sepia to coal-black. There were areas of less pigmented and apigmented skin. The 


tumor (malignant melanoma) is in the upper central portion of the lesion. 


desiccation and roentgen therapy. 


pears as a small dark brown sepia spot, less 
likely black. A distinctive feature is its grad- 
ual enlargement or extension (infective in 
the sense of Hutchinson). This occurs slowly 
in the course of years. The enlargement is 
not uniform, so the borders are irregular. 
They may be well defined or poorly defined. 
The lesion may be single or multiple. Projec- 
tions from the borders may occur, or spots 
of pigmentation may appear beyond the bor- 
der of the main patch; these spots by en- 
largement may become confluent. A variable 
configuration of the lesion in the course of 
time is thus presented. It is usually unilateral 
or situated on the midline; bilateral lesions 
are exceptional. Dubreuilh has observed dis- 
appearance of one portion of the pigmented 
patch with progression of another portion, 
and also appearance of pigmentation at some 
distance from the principal patch. 

There is no other alteration of the skin 
except the pigmentation. In the course of 


B, final result of electro- 


time the color may become black or bluish- 
black and usually is not uniform throughout 
the patch. (Figs. 1 and 2). Another distinc- 
tive feature is that the discoloration is not 
homogeneous. Upon examination with a lens 
it is seen that the discoloration is composed 
of a multitude of fine pigmented points and 
irregularly entangled black or dark brown 
lines of pigmentation. Small dots of pig- 
mented skin may be intermingled with the 
pigmentation. As stated, the size of the lesion 
at onset may be that of a pinhead, and by 
extension and enlargement it may exceed 
palm size. Its configuration is round (Fig. 
1), oval (Fig. 2), or irregular (Fig. 3). The 
evolution is not always progressive; it may 
be regressive in one area of the principal 
patch and progressive in another. Indeed, 
Dubreuilh has observed its complete disap- 
pearance. The period of progression is vari- 
able, and progression may alternate with 
periods of quiescence. 
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Fig. 2 (Case 2).—Melanotic freckle of three 
years’ duration. It was 4.5 cm. in diameter. The 
color varied from light to dark brown with inter- 
mingling of apigmented skin. The two malignant 
melanomas are shown as circumscribed darkened 
—_ one in the center, the other near the anterior 
edge. 


Beginning of malignancy (the tumor 
stage) appears as a thickening or induration 
of one portion of the pigmented lesion which 
develops into a papule, the size of a pea or 
cherry. It may become verrucous, and may 
ulcerate and bleed easily. Less likely, ulcer- 
ation alone of one portion of the pigmented 
lesion may constitute malignancy. The tumor 
is globular, and may be single or multiple. 
It is black or only partially pigmented and 
usually situated near the edge of the pig- 
mented patch (Figs. 2 and 3) or near its bor- 
der on the normal skin. Pigmentation of the 
principal patch is usually deeper in the im- 
mediate area’ of the tumor. 

The tumor which comprises a malignant 
melanoma does not always ensue. Miescher * 
states that in his experience the tumor occurs 
in about one-third of the cases. This inci- 
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dence of malignant growth is considerably 
greater than that of malignant melanoma 
arising from a dermoepidermal nevus (junc- 
tion type nevus). It is to be noted, however, 
that the melanotic freckle is much less com- 
mon than the junction type nevus. 

The interval between onset of the mela- 
notic freckle and appearance of a malignant 
tumor is exceedingly variable. It may be very 


Fig. 3 (Case 3).—A, the pigmented precancerous 
stage of melanotic freckle. The tumor stage—malig- 
nant melanoma—is presented as a discrete, more 
pigmented, raised rounded lesion. B, final result of 
electrodesiccation and roentgen therapy. 
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short, a matter of months, or indeed, the 
tumor may appear at the onset of the melano- 
sis. This occurrence is termed by Dubreuilh 
carcinome d’emblée. In Dubreuilh’s study an 
average period of 10 years was observed. 
Miescher * records an interval of 29 years; 
Shaw,’ 31 years; Dubreuilh,? 34 years; and 
Lane,® 40 years. This interval in the patients 
now reported was three years (Case 2, Fig. 
2); 10 years (Case 3, Fig. 3); 15 years 
(Case 1, Fig. 1) ; and 25 years (Case 5, Fig. 
4), respectively. 

After appearance of the tumor, involve- 
ment of the regional lymph nodes and further 
metastasis is, of course, potential. Apparently 
this result is longer delayed than in the case 
of malignant melanoma arising from the pig- 
mented dermoepidermal nevus. This espe- 
cialiy applies to the tumor stage of facial 
lesions. 

Lubreuilh and Miescher express the opin- 
ion that the tumor stage is slow to develop 
from the pigmented lesion on the face ; lymph 
node involvement does not occur early, and 
Miescher states that generalization is rare. 
On the other hand, both agree that the pre- 
cancerous stage of the lesion on the extrem- 
ities pursues a shorter course to malignancy ; 
thus the precancerous stage is shorter (Case 
2 is consistent) and generalized metastasis 
more likely to occur. 

It would appear, therefore, that the normal 
expectancy of life of an aged person who has 
a melanotic freckle on the face may be shorter 
than the potential period of tumor develop- 
ment, or of metastasis if the tumor has oc- 
curred (to wit, Case 1). 

Of Dubreuilh’s 35 cases, although the 
observation period was nil or relatively short, 
the only «‘eaths recorded were those of one 
patient with conjunctival involvement and 
two patients with involvement of the extrem- 
ities. 

In Dubreu‘‘h’s study some patients with 
facial involvement had a series of recurrences 
after excision of the initial tumor; in one 
such patient the lymph nodes subsequently 
became involved. Two years after their re- 
moval the patient was well. On the other 


hand, one patient succumbed of metastasis 
two years after tumor formation. 

In Justitz’s 10 cases (7 of whom presented 
tumors) only one death is recorded (the 
cause was not clearly stated). Although ob- 
servation was lacking in most of his cases, 
one patient was well nine years after treat- 
ment of the tumor and another patient four 
years after second treatment for recurrence 
of the tumor. The regional lymph nodes of 
this patient were not enlarged. 

Corsi® reported three cases of senile freckle 
affecting the face. One patient, a woman, 
aged 87, was observed for 12 years. New 
tumors appeared from time to time, yet there 
was no involvement of the regional lymph 
nodes. In another patient, the pigmented 
patch affected almost all of one side of the 
face and had extended across the midline. 
There was no lymph node involvement five 
years after removal of a tumor. Corsi com- 
ments that the tumors of his patients ap- 
peared more benign than was usual in ac- 
tively growing nevoid tumors. The histologic 
picture suggested a greater degree of malig- 
nancy than was borne out by the clinical 
course. In discussion, Roxburgh ¢ concurred 
in this from observation of similar patients 
he treated. 


Other writers have also expressed opinions 
of better prognosis of malignant melanoma 
arising from melanotic freckle. For example, 
Ackerman *° writes: “The prognosis is also 
excellent for the slow-spreading type of 
malignancy often seen on the face, the so- 
called freckle type. Probably in this group 
regional node dissection is not indicated.” 
Norris ** expresses a similar opinion: “The 
freckled type with small dark areas have a 
better prognosis.” 

In Reese’s § comprehensive studies of tu- 
mors of the eye, he reports under the term 
“precancerous melanosis” (and for the malig- 
nant stage—cancerous melanosis) a patho- 
logic ,socess which apparently corresponds 
to conjunctival involvement of melanotic 





+ Roxburgh, in discussion on Corsi.® 
§ References 12 to 15. 
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freckle (a term apparently more familiar to 
dermatologists, but less adapted to ophthal- 
mologic terminology ).|| 

Reese reports that precancerous melanosis 
of the conjunctiva resulting in malignant 
melanoma is more frequent than malignant 
melanoma arising from a nevus. He regards 
the former as highly malignant and advises 
exenteration. Apparently, then, the patho- 
logic process affecting the conjunctiva pur- 
sues a more malignant course than that with 
facial involvement.] 


REPORT OF CASES 


Case 1—M. S., a 76-year-old white woman. 
Fifteen years prior to the time she was first seen, 
a black spot appeared on the upper region of the 
right side of her face. About 12 years later it began 
to enlarge, attaining the size shown in Figure 1A. 
Two years prior to our initial examination, the 
small rounded papule shown in the Figure appeared. 
More recently this lesion oozed blood, although it 
had not increased in size. 

The pigmented patch was irregular in shape; its 
outer aspect was sepia; its inner aspect was black. 
Between these two pigmented patches there was 
an area of apigmentation. In the upper portion of 
the pigmented patch there was a solitary papule the 
size of a pea; its surface was superficially ulcerated 
and covered with a hemorrhagic crust. Neither the 
pigmented patches nor the tumor was infiltrated and 
the regional lymph nodes were not palpable. 

Clinically, the diagnosis was melanotic freckle 
with malignant melanoma. After consultation with 
a surgeon, wide excision of the tumor and the pig- 





|| In conversation with Dr. Reese our uncer- 
tainty as to the pathologic status of “precancerous 
melanosis” (actually a translation of the term em- 
ployed by Dubreuilh) was clarified. It was agreed 
that this term connoted the pathologic process which 
is the subject of our report. After reviewing some 
of the literature on malignant melanoma of the con- 
junctiva, one gains the impression that the term 
“melanotic freckle” and its involvement of the con- 
junctiva as described by. Hutchinson, Dubreuilh, and 
Miescher is either forgotten or unknown to some 
authors. The same statement applies to other litera- 
ture, including dermatologic, since soine authors do 
not differentiate malignant melanoma arising from 
a.nevus from one arising from the melanotic freckle. 
{{ Dr. Reese personally informed us, however, that 
a review (to be published) of his cases of precan- 
cerous melanosis of the conjunctiva suggests that 
the process is not as malignant as he heretofore 
believed. 
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mented areas with dissection oi the regiona! lymph 
nodes was rejected. In lieu of this, the tumor was 
excised; its site with a wide margin was destroyed 
by electrodesiccation. The operative area was given 
a single total air dose of 1000 r. 

After healing, the pigmented patches wer:: 
stroyed by electrodesiccation in two stages. Tie final 
result of treatment was satisfactory and is. shown 
in Figure 1B. This photograph was taken five 
months after the destruction of the tumor. Three 
months after this photograph was taken, the patient 
died of an acute cardiac attack. 

Biopsy Report—The tumor was well localized 
and rounded. The overlying enicevisis was slightly 
and irregularly thickened and u'-erated, with a 
hemorrhagic crater in the center. The tumor cells 
were arranged diffusely and solidly, but with no 
significant patterning, although in places the alveo- 
late arrangement was suggested. There were no 
junctional clusters, however. The basal cell layer 
also contained numerous mitotic figures. The nuclei 
of the cells were large and hyperchromatic and 
there were numerous mitotic figures. There was 
some melanin pigmentation, but much of the pig- 
ment contained iron (iron stain positive). While the 
gross and cytological details of the specimen sug- 
gested prickle-ce” epithelioma, the melanin and the 
imperfectly alveolated arrangements of the cells in 
places made the diagnosis of malignant melanoma 
imperative. 

The pigmented patch presented a thinned to 
atrophic epidermis and a corium which had practi- 
cally all undergone basophilic degeneration. In the 
upper part of the corium, however, there were small 
groups of cells (mostly round cells and endothelial 
cells) with a tremendous number of pigment gran- 
ules limited more or less to the area of infiltration. 
A small portion of the basal layer also showed some 
pigment. There was no evidence of junctional ac- 
tivity. 

CAsE 2.—J. S., a white man, aged 55. When first 
seen he presented a light-brown colored patch about 
3.5 cm. in diameter on the midportion of the outer 
aspect of the leg of three years’ duration. About 
three weeks previously two small papules appeared, 
one in the center of the patch, the other on its edge. 
The lesion is shown in Figure 2. There was no en- 
largement of the regional lymph nodes. Under local 
anesthesia the entire lesion was excised with a wide 
margin of normal skin. Following this excision a 
total air dose of 2,000 r was given in multiples of 
200 r, three times a week. The portal was approxi- 
mately 10 x 15 cm. 

Nine years after surgical excision of the lesion, 
the patient died of an acute heart attack. In this 
period there was no local recurrence, no regional 
lymph enlargement, or other evidence of metastasis. 
He led an active life up to the time of his death. 
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Fig. 4 (Case 5).—The upper portion of the photo- 
graph shows the dark pigmented patch on the su- 
perior fornix of the bulbar conjunctiva. Below this 
lesion pigmentation was less, but it became more 
pronounced as the limbus was approached. The 
rounded chocolate-colored tumor (in the lower por- 
tion of the photograph) was on the limbus. 


Biopsy Report.—The specimen of skin showed 
relatively even surface, with a few keratin-filled 
dilated follicular orifices. The epidermis was gen- 
erally thinned. Closely encroaching upon it below 
were closely placed nests of epithelial cells, which 
were continuous with similar ones which extended 
deeper into the corium. There were a few minute 
clusters of cells in the basal parts of the epidermis. 
The tumor was confined to the upper parts of the 
corium. There was almost complete replacement of 
the corium on the tumor mass. The cells comprising 
the lesion were embryonal in character and rounded 
or polygonal. Some of the cells were large, while 
others were small. Some were multinucleate. Many 
of the cells contained fine powdery pigment gran- 
ules. Mitotic figures were absent. There was a 
notable infiltration of lymphocytes at the margins 
of the lesion. The findings were those of malignant 
melanoma. 


Case 3.—H. M., a white woman, aged 76. When 
first seen she presented a black pigmented lesion 
involving the ear, as shown in Figure 3A. The 
duration of the lesion was 10 years. Two months 
prior to the time we first saw her, a small papule 
appeared, the size of a split pea; its surface was 
intact. There was no enlargement of the regional 
lymph nodes. Biopsy revealed malignant melanoma. 
(This report is lost, hence detailed description is 
not possible.) 

The entire lesion was destroyed by electrodesicca- 
tion. To the operative site a total air dose of 1,000 
r was given in a single dose. Final result was satis- 
factory and is shown in Figure 3B. This photograph 
was taken about one month after electrodesiccation. 

Examination at intervals from the ensuing two 
years disclosed no local recurrence and no enlarge- 
ment of the regional lymph nodes. The patient was 
lost to subsequent observation. 


Case 4.—E. B., a white woman, aged 75. About 
five years prior to examination she noticed two 
small brown spots on the left cheek, which gradually 
increased in size. The one, near the ala, was 3 x 2.5 
cm.; the other, anterior to the ear, was 2 x 2.5 cm. 

Their surfaces were smooth, sepia in color, and 
somewhat mottled, their borders irregular. On the 
surface of each patch there was a small verrucous 
lesion. It was nonpigmented and clincally not a 
malignant melanoma. There were no lesions of senile 
keratosis on the face. 

The size of the lesions, the history of enlarge- 
ment, their mottled appearance and irregular bor- 
ders suggested melanotic freckle rather than senile 
keratosis. Histologic examination was compatible 
with the former diagnosis. The presence of a ver- 
rucous lesion on melanotic freckle is unique. 


Biopsy Report—The specimen from the pig- 
mented patch showed a mildly irregular surface 
and a thin keratin layer. Follicular plugs were seen. 
The epidermis was mildly acanthotic, with spotty 
dense hyperpigmentation of the basal layer. There 
are numerous clear cells in the basal layer. The 
corium shows well-developed basophilic degenera- 
tion and a mild spotty chronic inflammatory infil- 
trate. There is no evidence of malignancy. The ver- 
rucous lesion showed the features of a seborrheic 
verruca. There was no evidence of malignant mela- 
noma. 


Case 5.—A white woman, aged 60, was seen at 
Willis Eye Hospital on the service of Dr. Carroll 
Mullen. For 25 years she had had a “brown spot” 
on the conjunctiva of one eye. About three weeks 
prior to admission, a small tumor appeared in the 
pigmented patch. 

On the superior fornix of the bulbar and palpebral 
conjunctiva there was a dark pigmented patch about 


Fig. 5.—Showing precancerous melanosis, Reese 
(melanotic freckle, Hutchinson) of bulbar con- 
junctiva, caruncle, and semilunar fold. The upper 
and lower lids were also involved. The patient was 
50 years of age. The onset 27 years previously was 
a pinpoint lesion of pigmentation along the margin 
of the lid, with slow progress from this site. The 
process (as shown in photograph) was regarded by 
Dr. Reese as in the malignant phase. (Courtesy of 
Dr. A. B. Reese.) 
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4 mm. in width. Below this lesion there was a lighter 
patch of pigmentation extending on the bulbar con- 
junctiva; the portion of this patch as it approached 
the limbus was more pigmented. At the limbus cor- 
responding to 10 o’clock, there was a chocolate- 
colored, movable, rounded tumor about 3 mm. in 
height (Fig. 4). It was attached to the limbus by a 
thin pedicle; the latter did not penetrate the sclera. 
The lid was not involved, and there were no pig- 
mented lesions on the skin. 

The eye was enucleated; there was no involve- 
ment of its interior. Biopsy examinaton of the tumor 
revealed malignant melanoma, 


HISTOPATHOLOGY 


The earliest changes in the melanotic 
freckle may be wholly banal. They consist 
simply of hyperpigmentation of the unaltered 
basal cells, but may also extend to the cells 
of the upper part of the epidermis. Occasion- 
ally, dendritic melanoblasts may be scattered 
among the basal cells. There may also be 
variable numbers of chromatophores in the 
subpapillary part of the cutis. The really 
characteristic change in the epidermis of the 
precancerosis is, according to Dubreuilh, a 
change in the region of the basal cells, which 
is the precursor of the segregation phenom- 
enon of nevus cells. The change is sharply 
limited. Individual cells of the basal layer 
seem larger and paler, and are separated by 
a gap from neighboring cells. The nucleus of 
these cells is large, vesicular, and has a large 
nucleolus. The protoplasm is light, honey- 
combed, and occasionally vacuolated. Proto- 
plasmic fibers on prickles are absent or only 
rudimentary in their development. Mitoses 
are absent. The cells may be pigmented or 
entirely pigment-free. At first only a few 
cells are involved, but later they are arranged 
in rows so that normal basal cells are absent 
or rare. 

Corresponding to the sites of epidermal 
change, the corium is the seat of a chronic 
inflammatory reaction consisting chiefly of 
plasma cells. These may be accompanied by 
large collections of chromatophores, which 
produce the mottled tone of the melanotic 
spot. This is a useful diagnostic sign. Not 
rarely one may find chromatophore pigmen- 
tation exclusively, associated with an atrophic 
pigment-free epidermis. 

8 


A. ARCHIVES OF DERMATOLOGY 


As the lesion progresses to the tumor 
phase, one sees an increase in the segregation 
phenomenon. The clusters of cells toward the 
cutis begin, as in spontaneous malignant 
melanoma, to separate from the surface epi- 
thelium. The plasma cell infiltration increases 
and forms a hard tumor mass beneath the 
changed. epithelium. There are numerous 
chromatophores among the plasma cells. 

It is apparent that, in contrast to the usual 
picture of junction type nevus, the nonactive 
melanotic freckle may have little or none of 
the phenomenon of segregation. It is impor- 
tant, therefore, from the standpoint of prog- 
nosis, that not only the tumor mass, but also 
the nonelevated pigmented part of the lesion, 
should be studied histologically. 

While the usual picture is as described, the 
findings in the melanotic freckle may be var- 
iable. Corsi,® for example, in one case noted 
in a section from the smooth, biack surface 
without tumor formation, a most striking 
feature, that is, the presence of large pagetoid 
cells, which at first might lead one to think 
that one was dealing with Bowen’s disease. 
Closer examination, however, indicated that 
the cells were in fact malignant melanoblasts. 
As in our Case 1, it was not easy to say 
whether the process was epitheliomatous or 
malignant melanomatous, but the arrange- 
ment of the cells in some areas did suggest 
close kinship with malignant melanoma. The 
resemblance of malignant melanoma cells to 
Paget cells has been noted by a number of 
writers (Stout?*). A nodule from Corsi’s 
second case showed features suggesting an 
epitheliomatous element in this disease. In 
any event, Corsi ® believed that the histologic 
malignancy of this process was greater than 
the clinical facts would indicate. 

Becker’ calls these lesions lentigo maligna 
and feels that histologically what is called 
Hutchinson’s malignant freckle is in reality 
(1) simple lentigo; (2) pigmented basal cell 
epithelioma ; or (3) lentigo maligna, leading 
to malignant melanoma. Miescher distin- 
guished the latter from benign nevus on the 
basis of the following differential points : (1) 
the size of the macule; (2) progressive 
change, not only in growth, but also in re- 
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gression (Changeability is characteristic of 
precancerous melanosis, as against stability 
of a nevus); (3) the pigment grouping of 
several spots by apposition of new elements ; 
(4) chronic plasma cell inflammation and 
atrophy; (5) disposition to malignant mel- 
anoma formation. 


COM MENT 


Apparently not sufdcient attention has 
been given to the exclusion of malignant 
melanoma arising from melanotic freckle in 
diagnosis of malignant melanoma. This we 
believe particularly applies to reports of a 
large number of malignant melanomas. Fre- 
quently in such reports the reader assumes 
that the malignant process is of nevoid origin, 
although there may be no documented evi- 
dence of this in the report. Histologic exam- 
ination of the tumor to confirm clinical 
diagnosis of malignant melanoma does not 
alone suffice in exclusion of senile freckle as 
the primary disease. 

It is likely that long survival rate given in 
some published reports of results of treat- 
ment of malignant melanoma inadvertently 
included some patients with malignant mel- 
anoma arising from the senile freckle (to wit, 
Case 2). 

From the foregoing it becomes apparent 
that the location of the lesion (the face), the 
age of the patient (if beyond middle age), 
the history, and the clinical appearance of 
the original pigmented lesion are important 
considerations in differential diagnosis. Of 
considerable importance is the histologic ex- 
amination of the pigmented (nonmalignant) 
portion of the laboratory specimen for pres- 
ence or absence of the junction nevus cell. 
Invariably in treatment of malignant mel- 
anoma the entire lesion is excised and sub- 
mitted for histologic examination. The path- 
ologic report concerns examination of the 
tumor in diagnosis of malignant melanoma, 
and no mention is made of examination of 
the nonmalignant portion of the specimen. 
It is not the routine practice of the clinician 
to request such examination. 


THERAPY 


Dubreuilh regarded surgical excision of 
the tumor as the treatment of choice, although 
he writes that recurrence may appear at the 
sane site or at a different area and that 
regional lymph node involvement may ensue. 
This may occur a long time after excision of 
the tumor. He does not advise removal of 
the (nonmalignant) pigmented lesions for 
the following reasons: Malignancy may 
never ensue; cases have been reported in 
which pigmented lesions showed no change 
in as long as 30 years’ observation. Malig- 
nancy tumor formation may appear at an 
area distant to the pigmented patch. The 
limits of the pathologic process are not 
known, and the usefulness of such removal 
is less certain than the inconvenience to the 
patient. 


We are not entirely in accord with the 
foregoing. As shown in Cases 1 and 3, we 
destroyed the tumor by electrodesiccation fol- 
lowed by roentgen therapy, and destroyed by 
electrodesiccation at the same time or soon 
thereafter the primary pigmented lesions. If 
the regional lymph nodes are enlarged, we 
advise their surgical removal. In Case 2, 
Figure 2, the entire lesion was surgically 
excised, and this was followed by roentgen 
therapy. 


We see no objection to destroying by 
electrodesiccation or by surgical excision the 
primary pigmented patch in absence of tumor 
formation; subsequently newly appearing 
areas of pigmentation could likewise be de- 
stroyed. If the pigmented patch is large, its 
destruction could be done (as in Case 1, Fig. 
2) in two or more stages. Such treatment is 
simple, and is no hazard to the patient, caus- 
ing little or no inconvenience. Roxburgh # 
reports success with pigmented lesions that 
he painted with carbolic acid. If the patient 
is above middle age, more especially if he is 
aged and the lesion is on the face, we would 
not insist that the pigmented patch in the 
nontumor stage be destroyed. 





# Roxburgh, in discussion on Corsi.® 








Apparently there is no necessity of subject- 
ing patients with facial lesions of the disease 
to radical surgical procedures or extensive 
lymph node dissection. 


If the melanotic freckle is on an extremity, 
in consideration of the shorter period of the 
precancerous stage and greater likelihood of 
metastasis in the tumor stage, it would ap- 
pear desirable routinely to excise or destroy 
by electrodesiccation the pigmented lesion. 
If the tumor stage has ensued and is of brief 
duration without lymph node involvement, 
excision of the entire lesion followed by 
roentgen therapy may suffice (to wit, Case 
2). If the lymph nodes are involved, the 
same procedure with lymph node dissection is 
indicated. 


1934 Spruce St. 
255 S. 17th St. 
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SHAVING 


Its Relationship to Diseases of the Bearded Area of the Face 


GIBSON E. CRAIG, M.D., Montreal, Canada 
AVNLLIUULNIVURUHVUOILUUEUUVULUELULEGLUUULURLULUOUESEUUCEL LUAU 


| Digan: has been written regarding the 
relationship of shaving to diseases of the 
bearded area of the face. 

Greenbaum in the ARCHIVES OF DERMA- 
TOLOGY AND SyPHILOLocy in 1935 pointed 
out that shaving against the grain can pro- 
duce ingrown hairs. Sulzberger notes that in 
the treatment of sycosis barbae instructing 
the patient to shave with the grain is impor- 
tant. Andrews suggests that in treating syco- 
sis barbae shaving should be light and 
infrequent. Lewis says that shaving with an 
electric razor may be helpful. Others have 
pointed out that daily shaving was a ne- 
cessity. 

The purpose of this paper is to endeavor to 
explain the mechanism by which shaving can 
produce disease. 

The hair projects from the skin surface at 
an angle (Fig. 1). It has been shown by Up- 
ham and Landauer, in 1935, that there is a 
correlation between the thickness of the cutis 
and the angle which the hair makes with the 
skin surface. Lehman, in 1920, working with 
sheep, showed that the thicker the hair the 
more erect it should stand. Hence it is rea- 
sonable to assume that the hair angle varies 


Fig. 1—Hair in normal position. 
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Fig. 2—Hair drawn more upright and follicle 
mound flattened by skin traction in direction of 
arrow. 


among individuals and in various locations 
on the same person. 

The direction in which the hair points is 
commonly known as the “grain.” The grain 
direction varies among individuals but gen- 
erally it runs from above downward parallel 
to a line joining the tip of the nose and the 
midpoint of the chin. 

In the process of shaving it is common 
practice to stretch the skin so that the follicle 
mound is flattened and the hair is brought to 
a more elevated position in relation to the 
skin surface, thus allowing for a closer shave 
(Fig. 2). This flattening can be accentuated 
in places, such as the sides of the chin, if the 
tongue is pressed against the buccal mucosa. 

The closeness of the shave can also be in- 
fluenced by the direction in which the hair is 
shaved. If the hair is shaved in the direction 
of the grain the hair tends to be flattened just 
prior to shaving, but if the hair is shaved 
against the grain the hair is elevated just 
prior to cutting and hence will be cut closer 
(Fig. 3). 

Shaving with a stretched skin against the 
grain can cut the hair so close that, in some 
persons, when the tension is released, the cut 
end is actually below the normal surface of 
the skin (Fig. 4). 

1 
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Fig. 4.—Sharp hair end retracts below skin sur- 
face when skin is released. 
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Fig. 5—Foreign-body reaction (granuloma). 


The majority of persons can apparently 
shave in this manner and not produce any 
damage. However, in some persons, and fre- 
quently only in limited areas of the face, the 
hair on growing back penetrates the side of 
the follicular mound and produces one or all 
of four types of lesions which are regularly 
seen by the dermatologist. 

1. A foreign body reaction where the hair 
tip penetrating the follicular epidermis forms 
a chronic inflammatory papule (Fig. 5). This 
may be what Greenbaum described as “fol- 
liculitis barbae traumatica.” In his paper on 
the subject Greenbaum says: “The essential 
process app. ars to be a perifolliculitis due to 
a foreign body in the follicular epidermis.” 
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This type of reaction occurs commonly in 
Negroes and may be due in part to the natural 
kinkiness of the hair which causes it to curl 
up once the tip is stopped by penetrating the 
side of the follicle. 

2. A small pustule which results from bac- 
terial invasion of the irritated follicular open- 
ing (Fig. 6). 

3. An ingrown hair where the tip is caught 
in the follicular epidermis and continued 
growth causes the shaft to double up on itself 
like a loop (Fig. 7). 


Fig. 6.—Small pustule due to bacterial invasion 
of irritated follicular opening. 





Fig. 7.—Loop formation. 





Fig. 8.—Hair penetrating outer layers of epidermis. 
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SHAVING—RELATIONSHIP TO DISEASES OF BEARDED AREA 


4. A hair which penetrates the very outer 
layers of the epidermis and may be pushed 
under it for % in. (0.64 cm.) or so. Even- 
tually it may break out spontaneously or be 
released by shaving or plucking (Fig. 8). 

I do not claim these ideas to be original, as 
Dr. Arthur Hudson of Toronto, for one, had 
the same thoughts when I first discussed it 
with him several years ago. 

Proof of such an explanation is difficult 
histologically, as the hair is usually pulled 
away from the follicular epidermis dur- 
ing processing, and superficial pustules are 
broken. 

Such an explanation could throw light on 
many of the puzzling aspects of folliculitis of 
the beard, such as why it remains localized to 
symmetrical areas of the face without spread- 
ing. Such areas are often seen on the sides of 
the chin in persons who shave up with the 
tongue in the cheek, and also on the neck just 
about the level of the thyroid cartilage where 
the grain often changes direction abruptly 
from down to up. 

It would explain why some men get follic- 
ulitis every time they get shaved by a bar- 
ber who in his enthusiasm shaves in all di- 
rections. 

It would explain why shaving by releasing 
hairs and breaking pustules gives some tem- 
porary improvement in the treatment of fol- 
liculitis but does not cure, and why manual 
epilation is so helpful. 

Lastly it would explain why electric razors 
pushed in all directions across the face with 


their large heads flattening the follicular 
mounds probably cause as much trouble as 
blades, or even more. 

Clinically we have found that correction of 
shaving methods is essential in preventing re- 
currence of folliculitis of the beard. 

Our treatment of folliculitis is as follows: 


1. The patient is advised not to shave. This 
is done in the belief that the disease cannot 
be eradicated until the hair projects from the 
follicle. 


2. Warm compresses are used to soften the 
epidermis and allow the release of hair as well 
as to help drainage. 


3. Iodochloryhydroxyquin (Vioform) 
cream is applied after the compresses to con- 
trol infection. 


4, Shaving is not allowed until all hair is 
projecting above the surface and infected and 
ingrown hairs are epilated. 

The direction of the grain is not at once 
apparent in long-standing cases because the 
direction has been distorted by shaving in 
several directions. If the hair is allowed to 
grow, however, it will eventually take on its 
normal direction. 


SUMMARY 


A theory is presented.as to the possible 
etiology of various lesions of the bearded 
area of the face. 

1390 Sherbrooke St., W. 


Sketches by Dr. F. Metter, Courtesy Ciba Phar- 
maceutical Co. 





TREATMENT OF VITILIGO WITH PSORALEN DERIVATIVES 


WILLIAM M. GEORGE, M.D., and JAMES W. 
BURKS, Jr., M.D., New Orleans 


MOOT 


OSMETIC disfiguration and psychologic 

sequelae constitute a serious problem for 
the patient with vitiligo. Reported successful 
treatment of this condition with the psoralen 
derivatives has stimulated considerable in- 
terest among physicians, but the frequent 
occurrence of undesirable side effects from 
local and oral application has discouraged 
their use. Despite careful local application 
of the drug, vesiculation and eaema of the 
involved areas often develop before pigmen- 
tation occurs, and oral ingestion also is fre- 
quently associated with nausea and other 
gastrointestinal disturbances. The present 
clinical study was undertaken in an attempt 
to find an effective but safe treatment for 
vitiligo with the psoralen derivatives with- 
out undesirable side-effects. 

Psoralen derivatives are crystalline prin- 
ciples extracted from the Ammi majus Linn. 
fruits, found so abundantly in the Nile Delta. 
Since the 13th century Egyptians have used 
a powder prepared from the fruit of this 
plant for treatment of vitiligo. The crude 
powder was ingested orally, the affected 
parts of the body then being exposed to 
sunlight until they became inflamed, ery- 
thematous, and vesiculated. Although this 
method ameliorated or cured the vitiligo, 
the powder provoked undesirable reactions, 
such as headache, nausea, vomiting, diarrhea, 
gastric burning and, when given in extremely 
large doses, hepatitis, nephritis, exfoliative 
dermatitis, and even coma. 


Stimulated by the relatively successful 
results obtained with this plant in curing the 


Resident in Dermatology, Tulane Unit, Charity 
Hospital Louisiana at New Orleans (Dr. George), 
and Assistant Professor of Clinical Medicine 
(Dermatology), Tulane University School of Med- 
icine (Dr. Burks). 
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disease, Fahmy and Shady * investigated the 
powder and successfully isolated three crys- 
talline principles, which they named Am- 
moidin, Majudin, and Ammidin. These 
compounds were found to be identical with 
the previously known chemicals xanthotoxin, 
bergapten (the active principle of bergamot 
oil), and imperatorin, respectively. The 
psoralen derivatives consist of a coumarin 
and furan group and are bitter substances, 
not alkaloids, since they do not contain a 
nitrogen group. Chemically, they are 8- 
methoxypsoralen, 5-methoxypsoralen, and 
8-isoamyleneoxypsoralen, respectively. For 
general use, the term psoralen derivative has 
been suggested.” 

El-Mofty* and others* used the three 
compounds separately and in various com- 
binations. The drugs were administered 
orally as well as locally as an alcoholic paint 
applied to the involved areas with concomi- 
tant exposure to ultraviolet light or sunlight. 
Local applicatior as a paint, together with 
ultraviolet irradiation, yielded a prompt re- 
sponse in some patients. In some, certain 
areas were left untreated to serve as controls ; 
these remained unchanged, whereas the 
treated areas became pigmented. These con- 
vincing results provide strong evidence that 
the drug has a direct local effect on the proc- 
ess of melanogenesis. Intradermal injection 
of the drug ® offers no advantage over topical 
painting but possesses certain disadvantages. 

Because local application of the drug may 
cause burns, treatment must often be delayed. 
pending resolution of actinodermatitis. It 
has been demonstrated, moreover, that vesic- 
ulation and edema are not essential to the 
pigment-producing effect of the drug.® Ler- 
ner and associates? treated three albino 
patients with 8-methoxypsoralen, all of whom 
exhibited increased tolerance to ultraviolet 
light and sunlight. According to these in- 


* References 4 to 7. 
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vestigators, the drug absorbs erythema-pro- 
ducing rays in a manner similar to natural 
melanin, which protects the skin by absorbing 
visible and ultraviolet light. Local use of 
the drug is associated with increased sensi- 
tivity to ultraviolet light. It may be signifi- 
cant that the locally applied preparation sup- 
plies high concentration of the drug to the 
skin, whereas oral therapy permits only low 
cutaneous concentration. These workers ad- 
vocate oral administration for five or six 
days prior to initiation of local therapy in 
order to prevent severe reactions. 


MATERIALS AND METHODS 


Eleven Negro patients, six female and five male, 
ranging in age from 3 to 70 years, were treated 
over a period varying from four weeks to five 
months. Seven received local application of oint- 
ment alone, and the other four received oral ther- 
apy as well. Duration of lesions varied from one 
month to seven years prior to treatment. A thorough 
physical examination was performed on all patients 
who received oral medication, and throughout the 
experimental period clinical laboratory studies, con- 
sisting of urinalysis, complete blood count, pro- 
thrombin time, and cephalin cholesterol flocculation 
test, were done on these patients. 

Tablets and alcoholic solutions of 8-metho:.v- 
psoralen and 8-isoamylenepsoralen, known commer- 
cially as Biomoidin,} were employed. A daily oral 
dose of 0.7 mg. of 8-methoxypsoralen per kilogram 
of body weight, which previous studies { had proved 
to be safe, was used in this series of patients. The 
tablets were scored, each containing 10 mg. of 8- 
methoxypsoralen and 5 mg. of 8-isoamylenepsoralen. 
The initial dose of one-half tablet was increased 
daily by one-half tablet until the maximal calculated 
dose was reached, at which time local medication 
was instituted in those patients receiving combined 
therapy. 

In an attempt to minimize the incidence of derma- 
titis from local applications, we diluted the drugs 
by incorporating them in a wate.-soluble base § 
after the alcohol and acetone had evaporated. Such 
a base possesses the advantages of easy application 
without ultraviolet light filtration, some emollient 





+ Supplied through the courtesy of Mrs. Louise 
Otten, Director, Pharmaceutical Division, Bioprod- 
ucts, Oreg. Ltd., Warrenton, Ore. 

t References 1, 2, 9, and 10. 

§ Lubafax, a brand of surgical lubricant (Bur- 
roughs Wellcome & Company, Inc.), Ingredients : 
alginate, glycerin, water with o-chloromercuri- 
phenol as preservative. 


and soothing effect as contrasted to alcohol, and 
easy removability with plain water. Three strengths 
were employed: strength No. 1, containing 1.0 mg. 
of 8-methoxypsoralen and 0.5 mg. of 8-isoamylene- 
oxypsoraien per gram of base; strength No. 2, con- 
taining 2.0 mg. of 8-methoxypsoralen and 1.0 mg. 
of 8-isoamyleneoxypsoralen per gram of base; and 
strength No. 3, containing 3.5 mg. of 8-methoxy- 
psoralen and 1.75 mg. of 8-isoamyleneoxypsoralen 
per gram of base. 


Strength No. 1 was employed first, the patients 
being instructed to rub the ointment into the vitiligi- 
nous areas and then to expose the parts to sunlight 
for 5 minutes on the first day, increasing the time 
of exposure by increments of 5 minutes each day up 
to a maximum of 30 minutes. If no irritation de- 
veloped, strength No. 2 was substituted on the 7th 
day according to the same procedure, and then 
strength No. 3 on the 13th day. Patients were 
cautioned to wash off the ointment immediately after 
exposure to the sunlight and to rub petrolatum over 
the involved areas if any indication of itching or 
burning was observed. This procedure was modified 
somewhat as indicated by individual cases. 


RESULTS 


Results are summarized in the Table. Of 
the four patients treated by oral as well as 
local medication, one (No. 8) was considered 
cured, i. e., all the vitiliginous areas returned 
to normal. In two patients (Nos. 9, 11) the 
response was considered good, i. e., certain 
areas became completely cured, whereas 
others showed only partial improvement. 
The remaining patient (No. 10) was classi- 
fied as a failure because she could tolerate 
neither the oral tablets nor the local oint- 
ment. 

Of the seven patients treated with oint- 
ment alone, one (No. 1) was considered 
cured, two (Nos. 6, and 7) had good re- 
sponses, two (Nos. 3 and 4) had a moderate 
response, and 2 (Nos. 2 and 5) were graded 
as undetermined because of failure of the 
patient to return for subsequent follow-up 
study. 

Three patients who failed to adhere to 
instructions in use of strengths No. 1 and 
No. 2 experienced a burning sensation or 
edema or both, one (No. 11) to strength 
No. 2, one (No. 7) to strength No. 1, and 
one (No. 2) to strength No. 1 diluted again 
to half its strength. All three patients exposed 
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themselves to sunlight for long periods of 
time after the first application of a particular 
strength of ointment. A ivurth patient (No. 
10) followed instructions but was unable to 
tolerate either oral or local medication with 
strength No. 1 ointment. The other three 
patients who received oral therapy tolerated 
it well, with no side-effects. One (No. 11) 
had a 3+ cephalin cholesterol flocculation 
reaction at three months, but it changed to 
2+ at four months. Reactions to all other 
tests remained within normal limits. Cure 
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local application of the drugs. However, in 
the other patients who received local therapy 
alone, ‘no such evidence of absorption oc- 
curred, the untreated areas exhibiting no 
change clinically. Possibly the amount of 
drug absorbed from the skin was too small 
to exert any effect on other bodily areas. 
Wolf,4?. who used these drugs orally in a 
patient, noted that pigment formed in spots 
unexposed to ultraviolet rays. Wheeler and 
associates,!* who applied large doses of estro- 
genic substances topically to one nipple in 


Results of Treatment of Vitiligo with Psoralen Derivatives 








Therapy, 
Local, 
Strength Therapy, 
Case No. No. Oral 
Mesnscecssisiciedes 353 None 
Bivsiin si evia senses 1 (@% strength) None 
Bivcwaretsceaceunsa 1,2 None 
ESE A Cee | 1, 2,3 None 
Wigs (Gihaceeesnenkss 1,2 None 
REE ER Ta Pee ane 484 None 
Tiscphsiiesamiceres 1,2 None 


Tab. 








Side- 
Duration Reactions Result * 

2mo. None Cured 

1 mo. Burning, edema; Undetermined 

overexposure 

1mo. None Moderate 

8 wk. Slight burning Moderate 
2wk. None Undetermined 
5 mo. None Good 

5 mo. ; Edema, vesicula- Good 


tion; overex- 
posure 


Slight itching 
None 


Cured in 2 wk. 
Good 


Failure 





Erythema, burn- 
ing, slight swell- 
ing, nausea 


Burning, slight 
swelling around 
eyes; Overex- 

posure 


5 mo. 





* Cured, complete pigmentation; good, complete pigmentution of some areas with partial pigmentation of others; 


moderate, partial pigmentation of some or all areas; failure, no pigmentation; tolerance to drugs; undetermined, no 


follow-up. 


was obtained with combined treatment in 
14 days (No. 8) and with local treatment 
alone, in two months (No. 1). 


COM MENT 


It is interesting that the application of 
strength No. 1, reduced further to less than 
half of its strength and applied only to the 
dorsum of the hands of a 70-year old man, 
resulted in generalized color change in all 
the vitiliginous areas to light pink, including 
the unexposed parts of the body. This might 
suggest that systemic absorption occurs on 


16 


guinea pigs, observed the same degree of 
growth, hyperkeratosis, aud hyperpigmenta- 
tion in both the treated and the untreated 
nipples. Small doses produced only ipso- 
lateral changes. In the present series, pig- 
mentation continued in some patients after 
local medication was discontiiued. No gen- 
eral hyperpigmentation was noted in patients 
who received the drug orally or locally. 

That the psoralen derivatives have a re- 
markable specific effect on idiopathic vitiligo 
is fairly well established, but the exact mech- 
anism for this remains obscure. Melanin 



















































formation has been shown to be the result 
of an enzyme system in which tyrosine is 
the major and initial substrate of the enzyme 
tyrosinase.* The variation in this physio- 
logic function in the melanodendrocytes is 
affected by many factors, including tyrosine, 
tyrosinase, molecular oxygen, oxidation-re- 
duction potentials, sulfhydryl compounds, 
copper, and ultraviolet activation.|| Besides 
the biochemical factors, hormonal, neuro- 
genic, and nutritional control of melanin 
formation is suggested by various clinical 
observations and experiments.f/ Since the 
mechanisms through which vitiligo might 
occur are so numerous, it can hardly be 
expected that any single line of treat- 
ment will prove effective in all patients. How- 
ever, the relatively beneficial results of the 
local peripheral action of the psoralen deriva- 
tives favors the concept that the drug acts by 
stimulating melanogenesis rather than by 
inhibiting melanin disintegration. This ren- 
ders the possibility of a general effect on the 
endocrine or nervous system rather remote. 
The mode of action of the psoralen deriva- 
tives is still poorly understood and requires 
considerable further study for elucidation. 


SUMMARY AND CONCLUSIONS 

Eleven Negro patients with vitiligo were 
treated with the psoralen derivatives, used 
locally as ointment alone or in conjunction 
with oral tablets. Fairly good results were 
obtained by either method. The incidence 
of dermatitis from local use of these drugs 
was greatly reduced by incorporating the 
psoralen derivatives in a water-soluble oint- 
ment base and reducing their strengths. 
Severe burns were avoided by using di- 
minished concentrations of the ointments 
initially, thereafter gradually increasing the 
strengths as tolerance to the drug was pro- 
duced. 

It is hoped that the relatively good results 
of local peripheral action of the psoraler 
derivatives will stimulate other workers to 
improve this method of treating vitiligo and 





|| References 13 to 21. 
1 References 11 and 22 to 24. 
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to investigate further the exact mechanism 
by which they cause pigmentation. Studies 
have been begun in a series of patients with 
the use of hydrocortisone ointment prior to 
and in conjunction with administration of 
stronger doses of psoralen ointments, in an 
attempt to inhibit the inflammatory reaction 
without interfering with formation of pig- 
ment. 
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MONG the first and classical allergic 
sensitizations studied were those due 

to topically applied medicaments (Jadas- 
sohn'). As a matter of fact, since many topi- 
cal medicaments are “simple” chemicals, 
some of these allergic sensitizations have 
been investigated in considerable detail from 
the viewpoint of the specific chemical group- 
ings on which the allergenic effects are based 
(Bloch,? R. L. Mayer,’ and others). While 
it had been known that topical medicaments 
could be the cause of allergic eczematous 
contact dermatitis, the more or less routine 
and systematic search for allergenic topical 
medicaments as causal or contributory fac- 
tors in allergic contact dermatitis and other 
eruptions was first suggested by Sulzberger 
and Goodman.* They proposed that pa- 
tients who on the basis of clinical evi- 
dence were suspected of having developed 
allergic hypersensitivity to one or more topi- 
cal medicaments be subjected to patch tests 
with a “therapeutic tray,” i. e., a standard 
series of commonly used topical medica- 
ments, a procedure which helps one to ascer- 
tain with a considerable degree of accuracy 
any existing allergic sensitizations to topical 
agents. In each particular case, medicaments 
which have been found to have produced 
positive reactions can then be avoided and 
only those medicaments which have not 
elicited any reaction are used in the further 
management of the patient’s dermatosis. This 
method, which permits the systematic weed- 
ing out of those topical medicaments which 
are almost certain to cause aggravation and 





From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman) and the Skin and Cancer Unit 
of the University Hospital. 





STUDIES ON ALLERGIC SENSITIZATION TO CERTAIN TOPICAL 


often also spreading of an existing dermato- 
sis, has proved itself to be of the greatest 
practical importance. One must, however, 
be aware of the fact that these tests, of 
course, cannot prevent or forecast subsequent 
development of allergic sensitizations to 
topical medicaments. The test materials in- 
cluded in the “therapeutic tray” which has 
been used at the Skin and Cancer Unit and 
in the office of one of us (R. L. B.) have 
often been changed during the 20 years in- 
tervening since the tray was proposed by 
Sulzberger and Goodman to make them con- 
form to the prevailing changes in topical 
therapy, by removing those medicaments 
which were no longer being prescribed and 
by adding newly available materials at times 
in an attempt to ascertain their sensitizing 
capacity. 

It has always seemed to us that dermatolo- 
gists should have some means by which they 
could range commonly prescribed medica- 
ments, according to their relative sensitizing 
capacities. In those instances in which there 
is a choice between two or more topical me- 
dicaments of about equal therapeutic value 
this would enable the dermatologist to select 
the one which is least likely to cause an aller- 
gic reaction. It is not the purpose of this 
paper to present a summary of the results of 
the many thousands of patch tests done with 
hundreds of topical therapeutic agents dur- 
ing the past years. Rather, the data reported 
here were collected to ascertain in a limited 
segment of the patient material available to 
us the index of allergic sensitivity to some of 
the more commonly used medicaments. The 
rather obvious limitations of such a study 
will be taken up in detail later on. 


MATERIAL 
The data to be presented here were gathered from 
the records of a total of 743 patients who were 
patch-tested with topical medicaments because their 
skin had not tolerated one or more remedies used 
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in the treatment of their dermatoses. Five hundred 
and sixty of the patients were tested at the Skin and 
Cancer Unit and 183 in the private practice of one 
of us (R. L. B.). The number of tests applied in 
each patient varied between 1 and 40. Some pa- 
tients were tested with the “therapeutic tray” con- 
taining 20 or more test substances; others were 
tested only with one or more therapeutic materials 
which were of special interest in their particular 
case; and still others were tested with a “thera- 
peutic tray” plus selected other materials. The 
records of the patients included in this series were 
taken at random from the files by selecting those 
which contained evidence that patch tests with 
therapeutic agents had been done. Only those thera- 
peutic agents were considered here with which 50 
or more of the 743 subjects in this series had been 
tested. 

Patch Test Concentrations—The following are 
the concentrations and vehicles which were used in 
most instances : 

Ammoniated mercury 10% in petrolatum 

Oxycholesterol-petrolatum ointment (Aquaphor) 

as is 

Anthrarobin, tumenol, glycerin, alcohol, and ether 

(Arning’s tincture) as is 

Peruvian Balsam 10% in petrolatum 

Ethyl aminobenzoate (Benzocaine) 5% in 

petrolatum or 10% in alcohol 

Benzoic acid 5% in petrolatum 

Benzyl benzoate 10% in water 

Betanaphthol 10% in olive oil 

Boric acid 10% in petrolatum or saturated 

solution 

Aluminum acetate (Burow’s solution) 10% in 

water : 

Butamben picrate (Butesin picrate) ointment as is 

Red mercuric sulfide (cinnabar) 3% in petro- 

latum 

Chrysarobin 0.01% to 1% in petrolatum 

Crude coal tar 10% in petrolatum 

Anthralin (Cignolin) 0.01% to 0.1% in petro- 

latum 

Ichthammol (Ichthyol) 10% in petrolatum - 

Hydrous wool fat (lanolin) as is 

Coal tar solution, N. F. (liquor carbonis de- 

tergens), 10% in alcohol 

Menthol 1% in petrolatum 

Naphthalan (German type) or Naftex (Lascoff) 

( a naphthalan compound) 10% in petrolatum 

Dibucaine (Nupercaine) 1% in petrolatum 

Juniper tar (oil of cade) 10% in petrolatum 

Penicillin 100,000 units per gram of petrolatum 

and hydrous wool fat 

Petrolatum as is 

Phenol 1% in petrolatum 

Tetracaine (Pontocaine) ointment as is 
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Ointment containing cetyl alcohol-coal tar dis- 
tillate, near colloidal sulfur, and salicylic acid 
(Pragmatar) as is 

Ointment containing chlorhydroxyquinoline 
(Quinolor Compound Ointment) as is 

Resorcinol (Resorcin) 10% in water 

Salicylic acid 5% in petrolatum 

Sulfathiazole 5% in petrolatum 

Precipitated sulfur, 5% in petrolatum 


TABLE 1.—Results of Patch Tests in 743 Patients 























Reaction 
Patients 8+" 
Tested, or 
Medicament No. 14+ 2+ 4+ 
Ammoniated mercury ...... 27% 6188 «SChd19sisd4#sCid200 
Oxycholesterol-petrolatum 
Ointment ............00008 100 89 7 3 1 
Anthrarobin, tumenol, glyc- 
erin, alcohol, and ether 
(Arning’s tincture) ........ 107 7 6 1 
Peruvian balsam ........... 1ig—Ss«di0 1 1 1 
Ethyl aminobenzoate ...... 628 «662 0—Cisd18—CCid19 lM 
Benzoic acid ................ 1138 s«108 5 os 
Benzyl benzoate ............ 79 79 oe 8% 
Betanaphthol .............. 89 87 2 Bae ‘ 
Borie’ acid .................. 208 202 4 2 ws 
Aluminum acetate ......... 226 86222 3 i és 
Butamben picrate ......... 419 39 ii 7 6 
Red mercuric sulfide........ 53 50... 2 1 
Chrysarobin ¢ .............. 72 20 9 8 2 
Orude coal tar.............. 26 6163806 64606 628 
Anthralin t ................. 77 31 9 2 10 
Ichthammol ................ 1ig9=—s«di116 8 ne ee 
687 609 12 11 5 
Coal tar solution, N.F 250 221 ii 7° 2 
Menthol ....... 222 3 | 2 
Naphthalan 288 4 2 1 
Dibucaine .... 86 9 3 2 
Juniper tar 199 «4 9 10 
Penicillin ................005 181 2 1 1 
Petrolatum 5 237 , Cea 2 
NE SG AV aa sae eeaakeun 121 1 2 
Tetracaine 72 2 5 
Cetyl alcohol-coal tar dis- 
tillate, near colloidal sul- 
fur, and salicylic acid 
ointment (Pragmatar) .. 99 75 7 8 9 
Chlorhydroxy quinoline com- 
pound ointment .......... 52 30 6 8 8 
Resorcinol ....... --- 6900 68 21 21 18 
Salicylic acid . - 216 1% 10 6 5 
Sulfur ppt. ..... 258 = 289 2 8 4 
Sulfathiazole ............... 119 112 4 1 2 
Iodochlorhydroxyquin ...... 245 89-282 6 4 3 
Benzoie and salicylic acid 
ointment, N.F. ........... 73 6 5 a 





*The reactions in this column indicate all reactions of 
less than 1 + (a definite erythema) i. e. all ne 
tionable and + reactions. : siesta ied 
t Reactions to this compound, even in the weakest test 
concentration used, are considered primary irritant re- 
sponses in the majority of instances. 


Iodochlorhydroxyquin (Vioform) 3% in petro- 
latum 

Benzoic and salicylic acid ointment, N. F. 
(Whitfield’s ointment) 50% in petrolatum 


RESULTS 


The results of the patch tests in the 743 
patients are presented in Table 1. Although 
a 1+ reaction (i. e., a definite erythema) to 














a topical medicament may have much clini- 
cal significance, such a reaction cannot be 
considered evidence of a strong sensitization. 
Table 2 has been prepared, therefore, with 
the purpose of presenting the incidence of 
the more pronounced allergic sensitizations 
(2 to 4+ reactions) which were encoun- 
tered. 
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tients were tested with the “therapeutic 
tray,” which consisted of topical medica- 
ments most of which were in widespread 
dermatologic use at the particular time. It 
is self-evident that, barring the occurrence 
of cross sensitization, even a patient with an 
outspoken tendency to allergic eczematous 
sensitizations can undergo allergic sensitiza- 


TasLe 2.—Incidence of Pronounced Sensitization (Two Plus or Stronger Reactions) 








Total Subjects Subjects utronser duueaee 
Tested, Reacting, Reacting, Reactions, Reactions, 
Medicament No. No. % No. % 
Ammoniated Mercury ........ccceeresecereceeeees 276 43 15.6 24 8.7 
Oxycholesterol-petrolatum ointment ............. 100 11 10 4 4.0 
Anthrarobin, tumenol, glycerin, alcohol and 

QUIET gc cache sadevekdas Ciddnodbecep ede quceccsceess 122 14 11.5 7 5.7 
POR UEO TO TIDE oi viavcdo codes cdi bc eudceseceseues 113 3 3.7 2 18 
Ethyl aminobenzoate ................csceeceeeees 623 61 9.8 43 7.0 
TONNE TON. irks ots Gccccctesadavusgabeses¥eyetane 113 5 4.4 ig se 
TOODEYT DOMMORC 60 i 86.6 one 8 id eG eain epi eséccens 79 a ae Bi 
Betamaphthol ............ccccccececeveseeeesesess 89 2 2.3 ie eee 
MM I acho wn cds cadkvs ans binsdes si gechebindes 208 6 2.9 2 1.0 
Aluminum acetate .............cccceececeeeeeeees 226 4 1.8 1 0.4 
Butamben picrate ..............cccsececcecceceees 419 p23 5.7 13 3.1 
Red mercuric sulfide...............cccceeeecsevees 58 3 5.7 3 5.7 
CPPUOTOE Fi oekioy ik ccigcstracnaes ob cebcsavens 72 52 72.0 43 60.0 
CONGO: OORT TAPE ic os occas ioc ase veccewvevecvdsee 246 93 37.0 48 19.5 
MIRE S550 4. <kccdins cab eods kind pamawarbocseues 77 46 65.0 37 49.0 
ERE EEE POT TE PLY DP LPT Te OUT TTT eT 119 8 2.5 ‘Kae 
Hydrous wool fat............ccccceccseececcceees 637 28 4.4 16 2.5 
Coal tar solution, N. FP. .............ceeeceeeeeeee 250 29 11.6 18 7.2 
PNR iiss adds ck Clk ccc ek obec nepd bettas ss hoven 228 6 2.6 8 1.3 
TUNIS i i cia ce Sith aces den cdi peeetasetees 245 7 2.8 3 12 
MMM iis chu Cad p nese ttbdee couacateeeekeentene 100 14 14.0 5 5.0 
POMNETERE Gacincecketassctcascecdeinrdsecssceeare 242 43 17.7 19 8.0 
b Bgara  pAarh Serer NET eae y So eee Erne te 135 4 3.0 2 1.5 
PO in ic Fane chee no ves odd Decades civenices 240 3 13 2 0.8 
PE cbs ads .ucbb Gade persashekecsenstrnoeeustensee 124 3 2.4 2 «1.6 
GPO is Sod he cide oad ks Repncdeeecsnvanns wane 80 7 7.7 5 6.2 
Cetyl alcohol-coal tar distillate, near colloidal 

sulfur, and salicylic acid ointment (Prag- 

SUITS Sis ic vcs ovind bocce add cebeehadasasuesecets 99 24 25.0 16 16.0 
Chlorhydroxyquinoline compound .............. 52 22 42.0 16 30.0 
py) Re Toy Ob ings Srauney Cieeieey toy DP ge gene cleo 690 55 8.0 34 5.0 
SNE I baci ei ok dainecin ok vsiccedeWavececcvenis 216 21 10.0 ll 5.0 
TEIN 0 555.555. bos cd Scdgehececpevavectoves ss 119 7 5.8 8 2.5 
ORIN DORE iis. ose ek kane cis vnd.os ckestbhnggttons 258 14 5.5 12 4.7 
Todochlorhydroxyquin ..........ccceecesecsceencee 245 13 5.3 7 2.9 
Benzoie and salicylic acid ointment, N.F........ 88 15 18.0 12 4.7 





COMMENT 


The reader will gain an entirely distorted 
picture of the results obtained in our tests 
unless the figures presented in Tables 1 and 
2 are viewed and evaluated with the realiza- 
tion that the selection of patients as suitable 
subjects for testing with therapeutic agents 
and the choice of test materials in each case 
must have had a more or less significant ef- 
fect in shaping the results of this study. 

In many cases no individual selection of 
test materials was made. Instead these pa- 





tion only to those topical medicaments to 
which he has opportunities of exposure and 
not to those which he has never encountered. 
In general, for example, patients in our test 
group are likely to have had much occasion 
for exposure to hydrous wool fat because of 
the very extensive use of this material in 
cosmetics and topical medicaments. These 
same subjects are likely to have had less op- 
portunities for exposure to crude coal tar, 
althcugh as dermatologic patients they, 
sooner or later, probably were treated with 
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preparations containing crude coal tar, its 
extracts or other types of tars; and these 
same patients had almost certainly no oppor- 
tunity for exposure to Peruvian balsam or 
butamben picrate ointment because these 
medicaments nowadays are almost never 
used in our clinic or private practice 
and probably but very rarely elsewhere. It 


would be fair to make direct comparisons of © 


the sensitizing index * of various topical 
medicaments on the basis of the absolute 
number of reactions elicited in our test sub- 
jects only if there had been approximately 
equal opportunities (frequency, duration, 
quantity, etc.) for exposure to all of them in 
all the test subjects. The results obtained, 
however, permit one to draw conclusions as 
to the index of sensitivity * to the various 
medicaments among our patients. 

The following list attempts to range the 
index of sensitivity among our patients to 
those topical medicaments tested by us, 
which, at present, are in widespread clini- 
cal use. 

No sensitizations observed to 
benzoic acid 
benzyl benzoate 
ichthammol 
Index of sensitivity below 2% 
boric acid 
aluminum acetate 
menthol 
naphtalan 
petrolatum 
phenol 
Index of sensitivity between 2% and 5% 
oxycholesterol-petrolatum ointment 
hydrous wool fat 
dibucaine 
resorcinol 
salicylic acid 
iodochlorhydroxyquin 
Index of sensitivity above 5% 
ammoniated mercury 
ethyl aminobenzoate 
red mercuric sulfide 
crude coal tar 





* The sensitizing index is the relative capacity 
of a given agent to engender sensitization in a 
group of human beings or animals; and the index 
of sensitivity is the incidence of a population’s previ- 
ously acquired sensitivity to a given agent (based 
on Rostenberg and Sulzberger 5). 
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coal tar solution, N.F. 

juniper tar 

tetracaine 

cetyl alcohol-coal tar distillate, near colloidal 
sulfur, and salicylic acid ointment 

chlorhydroxyquinoline compound ointment 

benzoic and salicylic acid ointment, N. F. 


Several points appear to us worthy of 
comment, For example, though we were 
aware of the fact that allergic sensitizations 
to the coal and wood tars do occur, we were 
surprised by the high incidence of reactions 
observed. It is our impression, however, 
that at least the 1+ reactions to 10% crude 
coal tar in petrolatum should be considered 
primary irritant reactions, and that patients 
with clinical sensitivity to crude coal tar usu- 
ally react with a 2+ or stronger reaction. 
The shale and bituminous tars (ichthammol, 
naphthalan), however, produced reactions 
quite infrequently. Among the other widely 
used medicaments which produced a rather 
high incidence of reactions were ammoniated 
mercury, ethyl aminobenzoate, tetracaine 
ointment, chlorhydroxyquinoline compound 
ointment and benzoic and salicylic acid oint- 
ment, N. F. (Whitfield’s ointment). 

The many reactions to benzoic and sali- 
cylic acid ointment are ‘of some interest. Of 
the two active ingredients of the ointment, 
salicylic acid produced strong patch test re- 
actions in 5% of our subjects, and benzoic 
acid in none, while their combination pro- 
duced 10% reactions (Table 2). It is not 
possible to state whether these reactions are 
based on an allergenic effect of the combina- 
tion; or whether the combination of salicylic 
acid and benzoic acid in Whitfield’s ointment 
has primary irritant properties in a small 
proportion of those exposed. If this is so it 
would explain the irritations which are not 
infrequently produced when this medicament 
is used in eczematous fungous eruptions. 

The very great number of reactions to 
chrysarobin and anthralin is almost certainly 
due to the primary irritant properties of the 
test materials applied, for it was found that 
even with the lowest test concentrations used, 
1 to 2+ reactions were not uncommon 
among subjects who were extremely unlikely 
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to have had previous opportunities to under- 
go allergic sensitization. The question of 
possible primary irritancy of the test material 
used arises also with chlorhydroxyquinoline 
ointment. 

Among the ointment vehicles tested petro- 
latum showed up better as far as allergenicity 
is concerned than hydrous wool fat and oxy- 
cholesterol-petrolatum ointment. Petrolatum 
produced a much smaller total number of re- 
actions and the incidence of strongly positive 
patch test responses was much lower. 


From the viewpoint of low sensitizing ca- 
pacity among the medicaments mainly or 
exclusively used as antipruritics, our results 
show that, as one would have expected from 
clinical experience, preference should be 
given to menthol and phenol over the local 
anesthetics such as dibucaine, ethyl amino- 
benzoate, and tetracaine. Unfortunately, in 
our series the number of patients who had 
been tested with topically used antihista- 
mines was below 50 in each instance, and 
therefore comparisons cannot be made here 
about the relative sensitizing capacity of the 
more commonly used local anesthetics and 
antihistamines. 


SUMMARY 


The index of sensitivity, i. e. the incidence 
of existing allergic eczematous contact-type 
hypersensitivity to a series of topical thera- 
peutic agents, was investigated in a group of 


743 selected dermatologic patients. Patch 
tests with these topical medicaments indi- 
cated the following: 


No existing allergic hypersensitivity to benzoic 
acid, benzyl benzoate, and ichthammol. 

Allergic hypersensitivity in less than 2% of patients 
to boric acid, aluminum acetate, menthol, naph- 
thalan, petrolatum, and phenol. 

Allergic hypersensitivity in from 2% to 5% of 
patients to oxycholesterol-petrolatum ointment, 
hydrous wool fat, dibucaine, resorcinol, salicylic 
acid, and iodochlorhydroxyquin. 

Allergic hypersensitivity in more than 5% of 
patients to ammoniated mercury, ethyl amino- 
benzoate, red mercurié sulfide, crude coal tar, 
coal tar solution, juniper tar, tetracaine, oint- 
ment containing cetyl alcohol-coal tar distillate, 
near colloidal sulfur, and salicylic acid, chlor- 
hydroxyquinoline compound ointment and ben- 
zoic and salicylic acid ointment, N. F. 
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SILICA GRANULOMA OF THE SKIN 
ERVIN EPSTEIN, M.D., Oakland, Calif. 


TUVALU UA 


HE PHYSICIAN who attempts to 

establish etiology by morphology, either 
macroscopic or microscopic, finds his position 
increasingly untenable. In other words, the 
concept that clinical or histopathologic sim- 
ilarity necessarily establishes a causative or 
nosologic relationship between dermatoses is 
tottering, although articles grouping cuta- 
neous entities based on such resemblances are 
still being published. Obviously, pityriasis 
rosea may resemble secondary syphilis, but 
the causative factors are different. The same 
may be said for psoriasis arthropathica and 
keratosis blennorrhagica, herpes simplex and 
impetigo contagiosa, contact dermatitis and 
atopic dermatitis or generalized neuroder- 
matitis. Actually, one must consider many 
factors to say that a cutaneous lesion repre- 
sents a hypersensitivity or an infection or a 
combination of both. Simple inspection and 
ordinary biopsy studies often fail to establish 
the nature of a dermatosis. 

Admittedly, sarcoid, or if one prefers Ros- 
tenberg’s * term of sarcoid reaction, has been 
a particular problem in this regard. It has 
been appreciated for a long time that the clin- 
ical and histologic appearance of sarcoid can 
be produced by many agents. Twenty-two 
cases of histologic sarcoid occurring in scars 
and due to silica have been reported. 


REPORT OF A CASE f 


L. D. M., 50-year-old Filipino man noted a small 
“pimple” on his left cheek in December, 1951. This 


From the Department of Dermatology and 
Syphilology, Mt. Zion Hospital, San Francisco. 

Read before the 74th Annual Meeting of the 
American Dermatological Association, White Sul- 
fur Springs, W. Va., April 15, 1954. 

* Rostenberg, A., Jr., in discussion on Ebert and 
others.2 

+ References 2 to 6. 

¢ This case is presented through the co-operation 
of Dr. Joseph Belber. 
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- quate treatment with penicillin, 


extended rapidly and within two weeks attained a 
diameter of 10 cm., involving most of the cheek 
(Fig. 1). There was only slight extension after it 
reached this size. There was no response to ade- 
dihydrostrepto- 
mycin, paraaminosalicylic acid, and vitamin D.. In 
addition, he received five superficial x-ray treat- 
ments of unknown dosage. In July, 1952, a small 
piece of glass was extruded spontaneously from the 





Fig. 1.—Patient with silica granuloma prior to 
treatment. 


lesion (Fig. 2). The patient then remembered being 
in an automobile accident in 1940. He had been 
thrown against the windshield in a 1935 Graham- 
Paige automobile but did not go through it. The 
windshield was shattered. However, the resulting 
cut on his cheek healed satisfactorily and had caused 
no further trouble. 

On examination, the patient presented a large 
purplish indurated plaque involving most of his left 
cheek and chin and extending inferiorly on to his 
neck. This was definitely nodular. Several draining 
areas could be seen. There was no palpable lymph- 
adenopathy. 
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Fig. 2.—Piece of glass extruded spontaneously 
from granulo.na. 


Laboratory Findings——Routine urinalyses, blood 
counts, and serologic tests for syphilis gave normal 
results. Investigations for tuberculosis were nega- 
tive. These included four sputum examinations, 
study of bronchial secretions obtained at bronchos- 
copy, biopsy studies (acid-fast stains, cultures, 
guinea-pig inoculation), and chest roentgenograms. 
The latter showed an unchanging lesion in the lung 
fields, thought to be a cyst and known to have been 
present since 1945. A tuberculin test was inde- 
terminate in the first strength but definitely posi- 
tive in the second strength PPD. Fungi were not 
found on direct examination, culture, guinea-pig 
inoculation, or periodic acid-Schiff stain on histo- 
logic sections. Nonhemolytic Staphylococcus albus 
and hemolytic Streptococcus albus were isolated 
from the purulent discharge from the lesion. Other 
x-ray studies revealed no radiopaque foreign bodies 
in the left cheek. Intradermal tests with Frei anti- 
gen and coccidioidin antigen were negative, as was 
the serologic test for coccidioidomycosis. 





Fig. 3—Sarcoid reaction showing epithelioid 
tubercles and giant cells. 


Histopathologic Investigations.§—Two biopsies, 
done on April 16, 1952, and June 27, 1952, revealed 
similar features. The dermis was replaced by granu- 
lomatous lesions, some of them being discrete, but 
more being confluent. These were composed of epi- 
thelioid and giant cells (Fig. 3). Some of the latter 
were of the foreign-body type; others . resembled 
those described by Langhans. The epithelioid cells 
formed tubercles without caseation. Peripherally, 
there were numerous lymphocytes and some fibro- 
blastic proliferation. Small highly refractile aniso- 
tropic foreign-body inclusions were located within 
some of the giant cells (Fig. 4). 

Similar granulomata were found also in the sub- 
cutaneous tissue extending into the underlying mus- 
cular layer. Gram and Ziehl-Neelsen stains did not 
reveal any micro-organisms. In a corresponding iron 
stain, dust-like, diffusely distributed, positively 
staining material was noted, possibly resulting from 
a previous hemorrhage. Cultures were negative, and 
guinea pigs inoculated with biopsy material re- 
mained well. 





§ The histopathologic descriptions are by Dr. 
Bruno Gerstl. The original polariscopic studies were 
performed by Dr. Rees B. Rees. 


Fig. 4.—Silica crystals in “giant cells. Hematoxylin and eosin stain on left; polariscopy on right. 











After microincineration and acid (nitrohydro- 
chloric [aqua regia]) digestion of paraffin sec- 
tions, the anisotropic foreign bodies persisted. 


A biopsy specimen taken on June 26, 1953, roughly 
four months after the completion of treatment, again 
showed the presence of epithelioid and giant-cell 
tubercles and numerous chronic inflammatory cells 
in the dermis. An occasional oval laminated brown- 
ish purple body, resembling those described by 
Schaumann and also giving a positive iron reaction, 
was noted in some of the giant cells. At the periph- 
ery of the tubercles, fairly dense fibrous tissue had 
developed. A biopsy specimen taken eight months 





Fig. 5.—Patient with silica granuloma eight 
months after cortisone treatment. 


after the conclusion of steroid therapy revealed the 
presence of an occasional epithelioid tubercle in a 
stroma of fibrous tissue. Giant cells were absent. 
Histiocytes were invading the tubercle. Fibrosis in 
and around the tubercles seemed to be the mecha- 
nism of healing. Quartz could not be demonstrated in 
either of the last two biopsy specimens, taken four 
and eight months after the cessation of treatment. 

Special Studies—A piece of the causative glass 
having been obtained, it was decided to attempt to 
establish the identity of this glass with the foreign 
bodies in the giant cells. Therefore, the glass and 
a biopsy section were submitted to Dr. Paul L. 
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Kirk,|| Professor of Criminology and Biochem- 
istry at the University of California in Berkeley. 
He established that the crystals had a double re- 
fraction index of 0.003 to 0.004 in a section 10 mu 
thick. Since glass is not doubly refractive, this 
established that the bodies in the section were not 
glass. However, this index completed the identifica- 
tion of the crystals as quartz. 


Coursée.—The lesions failed to respond to local, 
x-ray, antibiotic, and antituberculosis therapy. 
While there was very slight improvement while the 
patient was receiving dihydrostreptomycin, para- 
aminosalicylic acid, and vitamma D2, this improve- 
ment was markedly accelerated after the oral ad- 
ministration of cortisone. The original dose was 
200 mg. daily, but this was reduced to 150 mg. and 
later to 75 mg. per day. This medication was con- 
tinued for 40 days. The condition cleared completely 
on this regimen (Fig. 5) and has not recurred to 
date. 


COMMENT 


Incidence of Silica Granuloma.—lf one can 
judge from published reports, silica granu- 
loma is a rarity. Only 22 cases were found in 
the available literature. This unusualness is 
difficult to reconcile with the hazards of mod- 
ern-day living. Considering the injuries pro- 
duced by war, athletics, automobiles, and 
sandpaper therapy—activities associated with 
traumatic exposure to silica—one would ex- 
pect a much greater incidence. Discussion of 
the subject with various dermatologists and 
pathologists revealed a fair knowledge of 
silica granuloma of the skin but a unique lack 
of experience. Only three additional exam- 
ples were discovered by such questioning. 
Therefore, it is believed that the reluctance 
of most practicing physicians to record their 
observations in print does not explain the 
paucity of reports. 

Rather, probably the difficulty of diagnosis 
is at fault. In the first place, the patient is 
not likely to remember an injury suffered 15 
years previously, and the physician is not apt 
to question him about such an incident. The 
patient in this case did not recall the causa- 
tive accident until a macroscopic piece of 
glass was extruded spontaneously from the 
lesion. Often the scar is masked by the gran- 





|| Kirk, P. L.: Personal communication to the 
author. 
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uloma (Fig. 1). Secondly, the foreign bodies 
are tiny and not easily recognized on cursory 
examination of histologic architecture. The 
mimicking of sarcoid leads to an easy, com- 
plete, and convenient histologic diagnosis 
satisfying the superficial clinician or pathol- 
ogist. 

Few physicians are acquainted with the 
polariscope or have it available for study of 
such lesions. Actually, a satisfactory polari- 
scope can be constructed from a pair of pola- 
roid glasses given free to patrons of theatres 
displaying 3-D movies. One lens is cut to fit 
in the filter holder in the substage of the 
microscope and so inserted. The other is 
shaped to fit over the eyepiece. The latter is 
rotated manually until practically all of the 


Pathogenesis.—In the reported cases, the 
interval between the causative accident and 
the development of the silica granuloma var- 
ied from “several months” to 33 years, the 
average being 14.1 years. The mean was of 
the same order. The explanation for this long 
latent period is to be found undoubtedly in 
the pathogenesis of the lesion. Unfortunately, 
we have theories only to offer concerning the 
mechanism of the development of the reac- 
tion. 


The first theory has to do with the im- 
munologic concept of disease. It presumes 
that tissues react only when the cells have 
become sensitized to the causative agent. This 
would correspond to the development of late 





Fig. 6.—Artefacts seen under polariscopy. 


light is cut out. Quartz will then stand out 
as bright white or yellow crystals against a 
dark background. While this instrument 
makes diagnosis simple, it has pitfalls too. 
Artefacts, including dirt, fibers, etc., may 
cause polarization of light (Fig. 6). Since not 
everything that polarizes light is quartz, more 
complicated studies such as acid solubility, 
double refraction index measurements, spe- 
cial stains for iron, fat, calcium, etc., must be 
carried out to establish the nature of the 
foreign body. And, of course, appropriate 
laboratory studies should be performed to 
rule out the presence of tuberculosis. Accord- 
ing to Gardner,® “Silica can cause every type 
of cellular response found in tuberculosis.” 
Also, tuberculosis and silicosis may coexist, 
although this association has not been re- 
ported in cutaneous lesions. 


syphilitic lesions in patients with few demon- 
strable treponemes. It might be compared 
also to the development of hypersensitivity 
after prolonged exposure to an allergen. The 
response to cortisone would offer a measure 
of confirmation or comfort to the proponents 
of this theory. 

The second might be called the physical 
theory. Evans *° has established that asym- 
metric crystals, which include silicon dioxide, 
exhibit piezoelectric effects. These effects are 
the appearance of electric charges upon the 
surface of certain crystals when they are ex- 
posed to mechanical stress. When these crys- 
tals are exposed to an electrical field, they 
alter their shape. By injecting certain asym- 
metric crystals (lead molybdate) intraperi- 
toneally, Evans produced fibrotic changes 
corresponding to those seen in pulmonary 
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silicosis. Lanza‘? has pointed out that the 
nonreactive silicates have symmetric crystals 
while the reactive ones are asymmetric. 
There are certain objections to the acceptance 
of this work as an explanation for silica gran- 
uloma, such as the fact that fibrotic rather 
than sarcoid-like lesions were produced and 
that the reaction in the peritoneum is not 
identical with the reaction in the skin. 

This brings us to the third, or chemical, 
explanation. When sand or glass enters the 
skin it is not in the form of silica. Glass con- 
tains 60 to 90% quartz in combination with 
various other elements, including sodium, 
potassium, and calcium. Sand is a mixture 
of all types of rocks and minerals, although 
most contain a high percentage of silicon. 
These substances do not produce an imme- 
diate sarcoid reaction when they enter the 
skin. 


Gloss + tissue __, Silicon dioxide —__» Sarcoid reaction 
(Si03) 
+ 


fluids (including giant 


cells) 
Soluble salts 
(Na, K, Ca, etc.) 


Fig. 7.—Reaction involved in solution of glass and 
formation of silica granuloma. 


Glass, and to a lesser extent sand, is sol- 
uble in water. This process is slow but def- 
inite. This reaction can be accelerated by 
changing the water frequently. The circula- 
tion is doing this constantly in the tissues. 
It should be emphasized that this is distinct 
from erosion due to the pressure of running 
water. An actual hydrolysis takes place, 
forming silica plus certain soluble salts. This 
is strengthened in an alkali medium; thus 
glass is more soluble in bases than in strong 
acids. The body fluids—blood, extracellular 
and intracellular fluids—are slightly on the 
alkaline side. Gardner ** and others believe 
that solubility of silicon compounds is im- 
portant in the pathogenesis of silicosis of the 
lungs. Furthermore, Gardner ® has shown 
also that small particles cause more reaction 
than large ones. Solution occurs on the sur- 
faces. Many small particles present more sur- 
face area than a few large ones. This explains 


the greater reaction in smaller particles. The 
circulation constantly washes the soluble salts 
away, leaving the quartz in the tissue. Appar- 
ently, when enough asymmetric silica crystals 
are deposited in the tissue, sensitization and 
a macroscopic reaction develop. 

Clinical Picture—A composite picture of 
the case reported here and the 22 culled from 
the literature reveals a characteristic clinical 
pattern. Despite men’s greater exposure to 
outdoor trauma, the cases were equally di- 
vided between the sexes. Most causative 
accidents occurred during the active periods 
of the teens and early 20’s. The youngest pa- 
tient was 6 years old. However, it is in the 
early 30’s (average 33.4 years) that the cu- 
taneous lesions develop. In most cases, dirt 
was inoculated into the wound. Sandy or 
gravel roads were the commonest sources of 
silica. The case reported here is the only one 
due to glass. Carnes J showed me a histo- 
logic section of a silica granuloma occurring 
in a laboratory worker following a cut on a 
broken test. tube. However, the tube was 
filled with dirt, so some of this undoubtedly 
entered the wound. L. D. M. was thrown 
against a windshield that was shattered, but 
he was not thrown out of the car. Sackett # 
presented a silica granuloma on the forearm 
due to pottery before the meeting of the 
Pacific Dermatologic Association in 1953. 
The primary wound heals with the usual 
scarring and then some 15 years later one or 
more cutaneous and/or subcutaneous nodules 
develop. These may be flesh-colored, red, 
purplish, or brownish. Usually the regional 
lymph nodes are not affected. Ulceration or 
drainage is uncommon. The tumors may ex- 
tend through the muscle and involve the 
bone. However, the involvement is confined 
to the soft tissue in most cases. Radiographic 
studies faii to reveal the presence of foreign 
bodies. 


Treatment.—The lesions may undergo 
spontaneous clearing, but more commonly 


{ Carnes, W. L.: Personal communication to the 
author. 

# Sackett, A. P.: Personal communication to the 
author. 
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Fig. 8—Schaumann body in giant cell in process 
of being extruded. 


treatment is credited with eradication of the 
lesions. The herein reported patient failed to 
respond to antituberculosis therapy, but the 
lesion cleared promptly on cortisone therapy. 
Many reports of steroids being effective in 
silicosis, berylliosis, and beryllium granuloma 
are appearing in the literature.* This sug- 
gests that the results obtained by such treat- 
ment may be more than coincidental. 

It is believed that the histologic studies 
performed after clinical cure of this granu- 
loma offer a clue toward explaining the lack 
of recurrence as well as the reported spon- 
taneous cures. Biopsies performed four and 
eight months after completion of cortisone 
therapy failed to reveal the presence of silicon 
dioxide in the tissues. However, the first of 
these two contained Schaumann bodies. 
These are iron-containing concentric bodies 
forming around organic or inorganic foreign 
material in the giant cells. Anisotropic crys- 
talline material has been demonstrated in and 
around these bodies. The possibility that 
Schaumann bodies are formed from crystal- 
line material has been mentioned by Teilum”® 
and by Skavlem and Ritterhoff.** A careful 
study by Engle ?? of the association of iron- 
containing crystals and Schaumann bodies in 
the giant cells of sarcoid suggested that in 
two of his cases the crystalline inclusions 
were inorganic. Therefore, it is likely that 
the Schaumann bodies in this case formed 
around silica crystals. As is suggested in Fig. 


* References 14 to 19. 


8, such bodies may be extruded from the 
cells. Since they are much smaller than giant 
cells, they could easily enter the lymphatic 
or hematologic circulatory system and be car- 
ried away. For instance, Shattock ** found 
silica crystals in submental lymph nodes in a 
silica granuloma of the lower lip. While this 
process, the engulfing and transportation of 
quartz by Schaumann bodies, may occur 
spontaneously, it is possible that cortisone 
stimulates the process. If this is true, silica 
granuloma may be one condition cured, 
rather than merely suppressed, by cortisone. 
Only time will answer the question as to 
where the silica is taken, If it remains in the 
lymphatics, lungs, liver, etc., it might cause 
a sarcoid reaction in these sites at a later 
date. 

Relation to Other Mineral Diseases.— 
Silicosis differs from silica granuloma since 
the reaction is basically fibrous rather than 
of the sarcoid type. Quartz causes both le- 
sions. The difference may be explained as 
due to different reactivity in the lungs as 
compared with the skin. 

The microscopic changes in silica granu- 
loma are said to resemble those seen in beryl- 
liosis, talc granuloma, and asbestosis. Talc is 
magnesium silicate. Asbestos is composed 
mainly of magnesium silicate. Dutra ** was 
unable to reproduce beryllium granuloma in 
guinea pigs with pure salts of beryllium. 
However, when he used the phosphors for- 
merly employed to coat fluorescent light 
tubes, he was able to reproduce the histologic 
picture of beryllium sarcoid. These phos- 
phors, however, contain silicates as well as 
beryllium. Dutra felt that control injections 
with silica were unnecessary because “the 
specific nature of the granulomatous reaction 
to beryllium phosphors [sarcoid] differs so 


Fig. 9.—Schematic representation of engulfing 
and elimination of silica crystal in giant cell. 
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appreciably from lesions resulting from tissue 
reactions to silica [fibrosis]. This statement 
must have been due to Dutra’s lack of ac- 
quaintance with silica granuloma of the skin. 
It is therefore possible that beryllium gran- 
uloma, asbestosis, etc., are actually forms of 
silicosis or silica granuloma. 

Relation to Sarcoidosis——As was pointed 
out by Rostenberg,} these cutaneous lesions 
are not identical with those of systemic sar- 
coidosis. The relation is a morphologic one 
only. However, the cause of Boeck’s sarcoid 
is unknown. Extensive research has failed 
to establish an infectious etiologic agent for 
this entity, either an independent unidentified 
organism or a known pathogen such as the 
tubercle bacillus. The cause of silica gran- 
uloma was discovered because the crystals 
could be seen on microscopic examination 
and be identified by polariscopy, histochem- 
istry, and determination of the double-refrac- 
tion index. Sarcoid may be a nonspecific 
tissue reaction to a multiplicity of agents, but 
perhaps some further studies in sarcoidosis 
should be directed against occult foreign 
bodies not found by ordinary examinations. 

Potential Danger of Sandpaper Cosmetic 
Surgery.—When sandpaper is used to mini- 
mize postacne scarring or to remove tattoos 
or birthmarks, a certain amount of sand en- 
ters the tissue. If the work is done carefully, 
the sand is washed out at the completion of 
the operation. However, it is difficult to 
believe that every microscopic grain of sand 
is removed by such mechanical lavage. There- 
fore, there is a real possibility that patients 
undergoing sandpaper therapy may develop 
silica granuloma some 10 to 20 years after 
this treatment. However, in most reported 
cases of silica granuloma there was massive 
contamination of the wound. Many people 
get a small amount of sand or glass in their 
skin from time to time without the develop- 
ment of this sarcoid reaction. Therefore, only 
time will tell if the minor contamination from 
careful sandpaper therapy will produce this 
late complication. Some of the substitutes 





+ Rostenberg, A., Jr., in discussion on Ebert 
and others.1 
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for sandpaper being used in industry might 
prove to be just as effective and much safer 
on the skin. 


SUMMARY 


A patient suffering from a silica granuloma 
12 years after an automobile accident is 
presented. This case is unique, inasmuch as 


‘it is the first case definitely due to glass and 


the first such instance responding to cor- 
tisone therapy. 

The importance of the solubility of glass, 
sand, pottery, and other silicon-containing 
products in the pathogenesis of such lesions 
is advanced. 

It is suggested that Schaumann bodies are 
a means of engulfing and excreting silica. 

It is suggested that berylliosis, asbestosis, 
and talc granuloma are possibly forms of 
silica disease. 


ABSTRACT OF DISCUSSION 


Dr. HerMAN BEERMAN, Philadelphia: Dr. Ep- 
stein’s presentation of the problem of silica granu- 
loma of the skin has covered the field and has intro- 
duced what is claimed to be an effective form of 
therapy, cortisone. Since cortisone is also effective 
in berylliosis, this suggests a kinship between the 
two processes. In addition, Dr. Epstein’s discussion 
has raised numerous questions, besides emphasizing 
the fear of subsequent development of silica granu- 
lomas that practitioners of sandpaper therapy of 
scars should have. Among these as yet unanswered 
queries are: Why do some people develop these 
granulomas and others do not? Why is there so 
long a latent period between the initial trauma and 
the appearance of the granuloma? The idea that 
beryllium granuloma is in reality a form of silica 
granuloma has indeed been intimated by Dr. Epstein 
and by others, e. g. Helwig (Helwig, E. B.: Chemi- 
cal [Beryllium] Granulomas of the Skin, Mil. Sur- 
geon 109:540-558 [Oct.] 1951). If silica is the 
basis of beryllium granulomas, why does it take so 
short a time for the beryllium lesion to form and 
so long for the so-called silica reaction to develop? 
Why do some of the cutaneous granulomas assume 
the sarcoid-like picture histologically, while pul- 
monary silicosis is chiefly hyperplastic fibrosis? 
What is the basic mechanism underlying the de- 
velopment of the granulomas? Why do some foreign 
substances give reactions while others do not? For 
example, Sullivan, Mayock, Jones, and Beerman 
(Sullivan, R. D.; Mayock, R. L.; Jones, R., and 
Beerman, H.: Local Injection of Hydrocortisone 
and Cortisone into Skin Lesions of Sarcoidosis, 
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J. A. M. A. 152:308-312 [May 23] 1953) showed 
that the injection of hydrocortisone (compound F) 
gives rise to no observable histologic reaction in 
the skin, although the material can be seen even 
grossly, in large aggregates, in the corium. If Dr. 
Epstein’s idea regarding the absorption of particles, 
i. e. Schaumann’s bodies, into the blood or lymphatic 
vessels is correct, might not systemic sarcoidosis be 
the result of some such substance as silica being 
absorbed into the circulation? 


Obviously, these questions have all occurred to 
Dr. Epstein and could not be even touched upon in 
the time allotted to him. Some aspects of the silica 
granuloma problem of interest to me might be elabo- 
rated on: (1) the sarcoid reaction, and (2) the 
pathogenesis of the silica reaction. 

The sarcoid reaction following the implantation 
of silica has been discussed extensively in the lit- 
erature. The architecture of the sarcoid granuloma 
due to silica has all the features of the tubercle of 
sarcoidosis — epithelioid response, alveolated ar- 
rangement, sparsity of lyraphocytes, occasional 
Langhans type giant cells, and inclusion bodies, 
especially of the Schaumann type. It differs from 
the spontaneous variety, however, in that the silica 
particles can be detected by the polarizing micro- 
scope and other means. Attempts have been made 
to differentiate silica granulomas from tuberculosis, 
berylliosis, etc., on purely histopathologic grounds. 
Thus. Gardner and his group (Gardner, L. U.: The 
Similarity of the Lesions Produced by Silica and by 
the Tubercle Bacillus, Am. J. Path. 13:13-23 [Jan.] 
1937) state that the microscopic picture in the silica 
reactions is less uniform than that produced by the 
tubercle bacillus, since the latter is more evenly dis- 
tributed in the tissue and eventually achieves a lim- 
ited equilibrium with the surrounding cells. The re- 
action to silica is largely determined by the number 
and size of the particles that come to rest within a 
given focus. Ayres and his co-workers (Ayres, W. 
W.; Ober, W. B., and Hamilton, P. K.: Post- 
Traumatic Subcutaneous Granulomas Associated 
with a Crystalline Material, Am. J. Path. 27:303- 
315 [March-April] 1937) as well as Sommerville 
and Milne (Sommerville, J., and Milne, J. A.: 
Pseudo-Tuberculoma Silicoticum: A Form of Cuta- 
neous “Sarcoid,” Brit. J. Dermat. 62:105-108 
[March] 1950) have emphasized the need for de- 
termination of the presence and nature of the 
crystalline material by polariscopic means. Ayres 
and his group found that the crystalline material 
“is often coarse, colorless, non-laminated, spiculated 
and gives a negative reaction to stains for iron, 
calcium and phosphorus.” In contrast the aniso- 
tropic Schaumann-Boeck bodies found in sarcoidosis 
are “small, round, laminated, stain blue with hemo- 
toxylin and eosin, and positively for iron, calcium 
and phosphate.” Spectrographic, crystallographic, 


and microincineration techniques furnish additional 
supportive evidence for the presence of silica. Un- 
fortunately, some of the criteria for the differenti- 
ation are not always valid, and Epstein indicated 
the presence of so-called Schaumann bodies in his 
sections. 

There is much similarity between the sarcoid-like 
response to silica implantation and that produced by 
beryllium. In fact, both of these materials are 
merely two of a large group inducing the sarcoid- 
like reaction. The fact that lipins from tubercle 
bacilli, hay and colon bacilli, phosphatides, living 
or dead tubercle bacilli, BCG antigen, Kveim anti- 
gen, lepra bacilli, Leishmania, Treponema pallidum, 
virus, fungi, and animal parasites, in addition to 
beryllium and silica, may produce sarcoid-like pic- 
tures histologically indicates that the sarcoid re- 
sponse is a rather nonspecific reaction. The fact 
that it may be elicited by this large variety of un- 
related antigens, as well as by chemically indifferent 
substances, suggests that there may be a common 
mechanism underlying the reactions to this variety 
of agents. For example, in the case of beryllium I 
(Beerman, H.: Some Aspects of Berylliosis, Am. 
J. M. Sc. 221:462-469 [April] 1951) showed that 
many of the findings of “spontaneous” sarcoidosis 
may be found in patients suffering from beryllium 
disease. These even included a positive Kveim re- 
action. It is interesting in this connection that 
Refvem (Refvem, O.: I. Chronic Granulomas of 
the Alimentary Tract Caused by Minute Mineral 
Particles; II. “Boeck’s Disease” and Occurrence of 
Minute Mineral Particles [Preliminary Report], 
Acta path. microbiol. scandinav. 25:107-121, 1948), 
reviewing 100 cases of Boeck’s sarcoid, found 4 
cases in which crystalline material was seen in 
nodules presenting the typical histologic picture of 
that disease. Three of these were part of the gen- 
eralized form of sarcoidosis. He discussed the pos- 
sibility of certain cases of sarcoidosis being caused 
by foreign bodies. 

Dr. Epstein has reviewed the existing data deal- 
ing with the pathogenesis of the silica granulomas. 
The case for allergy is certainly not proved, al- 
though only certain individuals among those ex- 
posed develop lesions, and the lesions may respond 
to cortisone. It is also not known whether silica 
has an inhibitory effect, as beryllium is presumed 
to have, on the alkaline phosphatase enzymes. It is 
likewise unknown whether silica competes for mag- 
nesium in magnesium-activated enzymes, While it 
may explain the fib. oblastic type of lesions from 
silica, Evans and Zeit’s (Evans, S. M.: Tissue 
Responses to Physical Forces: I. The Pathogenesis 
of Silicosis: Preliminary Report, J. Indust. Hyg. & 
Toxicol. 30:353-357 [Nov.] 1948; Evans, S. M., 
and Zeit, W.: Tissue Responses to Physical Forces: 
II. The Response of Connective Tissue to Piezo- 
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electrically Active Crystals, J. Lab. & Clin. Med. 
34:592-609 [May] 1949; III. The Ability of Gal- 
vanic Current to Stimulate Fibrogenesis, ibid. 34: 
610-615 [May] 1949) “piezoelectric theory” does 
not clarify the production of the sarcoid reaction. 
This theory is based on the principle that if a 
mechanical force is applied to two opposite faces 
of a silica crystal, an electric charge appears on 
the other two faces; conversely, an electric charge 
applied to two opposite faces will cause mechanical 
distortion of the crystal. They believe that the 
fibrosis provoked by silica particles represents a 
tissue response to a recurrent mechanical or elec- 
trical insult caused by the piezoelectric effect. It is 
of interest that the lesions often occur on sites sub- 
ject to frequent motion. and thus subject to the 
piezoelectric effect. Evans and Zeit also postuiated 
that crystalline materials are fibroblastic if they 
are in the asymmetrical (piezoelectric) crystal 
group, and are electrically nonconductive, of a 
proper particle size, and in sufficient particle con- 
centration. 

Whatever the mechanism of the development of 
silica granuloma, the solution of the sarcoid prob- 
lem will be greatly advanced if the details and 
investigations of all cases of chemical granuloma 
are put on record as Dr. Epstein is doing with his 
case. 


Dr. HerMANN Pinkus, Monroe, Mich.: Dr. 
Epstein has presented a most interesting and, in 
some respects, unique case, and has ably discussed 
some of the problems that confront the mind when 
one tries to think through the pathogenesis and 
differential diagnosis of this type of lesion. 

Inasmuch as Dr. Beerman has covered the gen- 
eral aspects of the sarcoid tissue reaction in his 
discussion, I shall use five pertinent specimens from 
my files to illustrate some of the points that come 
up in the practical evaluation of these lesions. One 
of these points is that one is not always so lucky 
as Dr. Epstein to elicit a history of injury from 
the patient and must rely, after all, on interpreta- 
tion of histopathologic findings. Second, one must 
keep in mind, as Dr. Epstein mentioned in his paper, 
that not everything that polarizes is silica. Third, 
on the other hand, sarcoid-like foreign body re- 
actions can be elicited by materials that are neither 
silicates nor doubly refractile. A fourth point is the 
long incubation period, even in cases in which not 
glass but reactive silicates are implanted into the 
tissues. The fifth point will throw up the question 
of the relationship between true sarcoidosis and 
foreign-body reactions. 

The first case is that of an 80-year-old woman, 
a patient of Dr. William B. O’Connor of St. Joseph, 
Mo. There was a granulomatous lesion on the fore- 
head, and sections showed a great number of doubly 
refractile crystals inside and outside of giant cells. 
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There is little doubt that the diagnosis is silica 
granuloma, and the fact that neither the senile pa- 
tient nor her family remembered any trauma, rather 
than ruling out that diagnosis, would seem to sug- 
gest a very long incubation period. 

The long incubation period is illustrated also by 
a case from the Marshfield Clinic which I had the 
opportunity to diagnose. Sarcoid-like nodules had 
developed on the sclera 13 years after a corrective 


operation for strabismus. Sections showed a pro- 


fusion of crystals which had the morphologic char- 
acteristics of talc (McCormick, G. L.; Macauley, 
W. L., and Miller, G. E.: Tale Granulomas of the 
Eye, Am. J. Ophth. 32:1252-1254, 1949). This case 
would seem to support the view that the tissues 
must be sensitized over a long period of time, even 
though pure magnesium trisilicate is present from 
the beginning. 

The next section shows foreign-body reaction 
provoked by a sliver of wood, and polarized light 
brings out the double refractility of it. We know 
that cotton fibers and also hairs and other keratin- 
ized materials show up brilliantly with polarized 
light. This must warn us to use other means of 
identification in questionable cases. Organic ma- 
terials, such as fibers and hairs, often take up certain 
dyes such as trinitrophenol or methylene blue. Or 
one has to resort to more complicated methods, such 
as Dr. Epstein has used for verification in his case. 

The fourth case is a solitary tumor-like lesion on 
the cheek of a man who knew of no trauma. Sec- 
tions showed a profuse epithelioid cell response with 
numerous giant cells which contained crystalline 
inclusions. These, however, did not polarize. Some 
were surrounded by faint hematoxylin-stained 
shells, but they certainly were not typical Schau- 
mann bodies. According to Dr. Marvin S. Kagen, 
of Appleton, Wis., who referred the case, the patient 
presented no evidence of sarcoidosis, and the lesion 
did not recur after total excision. 

The last case is a patient of Dr. Stephan Ep- 
stein’s. This white woman had typical sarcoidosis 
with lesions of Boeck’s sarcoid on the face and 
x-ray evidence of lung involvement. Biopsy from 
the cheek confirmed the diagnosis, but another 
biopsy of a nodule that had developed at the site 
of an old traumatic scar on the lower lip showed 
doubly refractile crystals in some giant cells of an 
otherwise typical sarcoid lesion. Did this patient 
have Boeck’s sarcoid on the cheek and silica gran- 
uloma on the lip? Or did the foreign material in 
the scar act as a localizing factor similar to a 
Koebner phenomenon? Or did by chance the long- 
continued presence of silica in one locality trigger 
the development of sarcoidosis in a predisposed in- 
dividual ? 

One may be sure that sarcoidosis and sarcoid 
reaction will continue as a fertile field for investiga- 
tion for some time to come. 
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SILICA GRANULOMA OF SKIN 


Dr. JosepH V. Kiauper, Philadelphia: I think 
I am in order if I discuss treatment. I would like 
to convey to Dr. Epstein a thought about treatment, 
for what he thinks it is worth, and for him to pur- 
sue it further if he thinks well of it. 

As I see it, there are only two forms of treat- 
ment. One is excision, and the other is cortisone. 
My thought about treatment pertains to a char- 
acteristic action of fluorine of attacking silica in 
all its forms. This action is inherent in some in- 
dustrial uses of fluorine compounds—etching and 
frosting glass, removing quartz and sand from cast- 
ings and molds. I am interested in the industrial 
uses of fluorine compounds and am studying the 
use of calcium in treatment of cutaneous reaction. 
I cannot go into this now. 

Not all compounds of fluorine are irritating. Is 
there a nonirritating compound that could be ap- 
plied locally, perhaps with a wetting agent, or in- 
jected into the granuloma? The purpose is to attack 
the deposits of silica to make a soluble form. This 
is a chemical problem that may or may not have a 
practical application. 

Dr. Lours H. Winer, Beverly Hills, Calif.: 
Silica granulomas are characterized by heavy fibro- 
blastic proliferation, and I think that the effect of 
the cortisone therapy is most likely on fibroblastic 
proliferation. 

Whenever I have a section submitted to me of a 
sarcoid-like picture, resembling silica granuloma, I 
ask my technician, “How did this cut?” If he says, 
“I found a scraping, or scored the knife,” then I 
am very suspicious of a silica granuloma. 

I was very glad to hear Dr. Epstein’s truly stimu- 
lating paper. It is truly a fine work. 


Dr. Ricnarp L. Sutton, Jr., Kansas City, Mo.: 
Dr. Epstein presented a patient with the interesting 
and suggestive history that the introduction of a bit 
of glass into his cheek 11 years previously resulted 
recently in a conspicuous skin disease of a remark- 
able character. From the mineralogic aspect, one 
is asked to believe that glass, a liquid silica well 
below its melting point at body temperature, under- 
went conversion into the quite different physical 
configuration of quartz crystals which were demon- 
strated by the mineralogist. How the glass changed 
its physical form is indeed ill understood. Crystals 
of silica have, as far as I know, only one form—the 
hexagonal prism familiar in mineralogic collections. 
The quartz in sand is of that kind. Agate, by con- 
trast, is microcrystalline, in that the interlacing 
crystals are of a size of the order of lu. Persons 
who handle agate material grind it against Car- 
borundum wheels with their bare hands, and they 
are casual about any possibility of silicosis. So far 
as I know, the manufacturers of semiprecious agate 
jewelry have not developed granulomas on their 
finger., although they frequently apply fingers in- 


advertently to the Carborundum wheel while it is 
covered with silica microcrystals. 

I think it would be worth while to consult with a 
Department of Geology regarding this question of 
how glass in the skin presumably resulted in a 
quartz crystal granuloma. 

Dr. Ervin Epstern, Oakland, Calif.: First, allow 
me to thank all of the discussers for their kindness. 
I found their remarks very gratifying indeed. Un- 
fortunately, I am unable to answer all of the inter- 
esting and pertinent questions that they have raised. 

I wondered a great deal, too, why silica should 
cause only fibrosis in the lungs but sarcoid in the 
skin. The suggestion has been made that, perhaps, 
since fewer lung biopsies are performed than cuta- 
neous biopsies, we might miss a stage of sarcoidosis 
in the lungs. After all, the skin lesions heal with 
fibrosis, Experimental work, however, indicates that 
this is not the proper explanation. 


As for the long incubation period in silica granu- 
loma, this is probably a matter of chemistry and 
physics. When sand or glass enters the skin, it is 
not in the form of silica. Before doing any harm, 
these substances must be dissolved. It was an as- 
tounding thing to me to learn that glass and sand 
are soluble in water. If, for instance, you examine 
a bottle that has contained water for a long period 
of time, you will see etching on the inner surface 
due to actual dissolving of the glass on the surface 
by the water. There has been a great deal of legal 
difficulty, for instance, caused by soft drink bottles 
“exploding” while being held or opened by a per- 
son. This results from the bottle being utilized for 
too long a period of time and the glass being weak- 
ened by the dissolution of the glass by the contained 
liquid. This often results in personal damage and 
a law suit. 

Another intriguing problem is why some people 
develop silica granuloma and others do not. Prob- 
ably, three factors are essential for its development. 
The basic requirement is the hydrolysis of the causa- 
tive substance, such as glass, to liberate asym- 
metric crystals of silicon dioxide. This is the 
second requirement; in other words, the silica com- 
pound formed must have an asymmetric crystalline 
formation. Then, cellular sensitization to the quartz 
must develop. Obviously, with three requirements 
necessary for reaction, many persons who get glass 
or sand in the skin will fail to react. 


I was very much interested in the cases that Dr. 
Pinkus presented. Unfortunately, we are not all as 
careful histopathologists as Dr. Pinkus. It is very 
easy to overlook the silica crystals unless polar- 
iscopy is utilized. For instance, a patient was pre- 
sented before the 1953 meeting of the Pacific Der- 
matologic Association. This woman had cut her arm 
with a broken plate 18 years previously and de- 
veloped a sarcoid-reaction. There was an abundance 
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of silica crystals in the histopathologic section that 
could be seen without polariscopy. Yet the section 
had been examined by several pathologists in ad- 
dition to the more than 100 dermatologists at the 
meeting, without anyone making the proper diag- 
nosis of silica granuloma. 

It is difficult to say whether the final case that 
Dr. Pinkus presented was one of generalized sar- 
coidosis due to silica or not. As was demonstrated 
in my patient even though silica may be present in a 
lesion for years, it may disappear. Since silica gran- 
uloma may heal spontaneously, it is easy to under- 
stand how one section might show silica while 
another one taken at the same time or later might 
fail to contain silica crystals. 

In reply to Dr. Klauder, obviously it would have 
been very difficult to excise a lesion of this extent. 
I should like to reiterate that it is not the glass that 
causes the silica granuloma; it is the free silica. 
This substance is the product of hydrolysis of glass. 
It would be very interesting to investigate Dr. 
Klauder’s suggestions regarding the effect of vari- 
ous fluorine compounds therapeutically in silica 
granuloma. However, if other cases respond to 
cortisone, and from analogy with other mineral 
diseases and silicosis one would expect them to, this 
is a very simple treatment. It is reasonably safe. 
Personally, I object strenuously to one-case reports, 
especially as an evaluation of therapy. Unfortu- 
nately, however, silica granuloma is a rare disease, 
and this is the only case that I have treated with 
steroids, but the therapeutic response in this one 
instance was outstanding. 

I appreciate Dr. Winer’s discussion but I feel that 
the fibroblastic proliferation in this disease is secon- 
dary. It explains the mechanism of healing but not 
thé removai of the causative substance from the 
tissue. 

One other point worthy of mention is the com- 
parative lack of toxicity of glass in the body. Beside 
the rarity of silica granuloma despite the frequent 
implantation of glass in the skin, large pieces of 
glass may be removed or extruded from tissues 
years after inoculation, showing little or no sur- 
rounding inflammation. Contrary belief not with- 
standing, the ingestion of glass is not particularly 
hazardous. The‘ gastrointestinal tract is able to 
eliminate considerable quantities of glass without 
damage to itself. There are surprisingly few cases 
in the records of successful suicides resulting from 
the eating of glass. 
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BLISTER BEETLE DERMATOSIS 
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TONNE 


LISTER bugs are found throughout the 

United States and southern Canada. 
In Europe the best known of the blister 
beetles is called the Spanish fly (Cantharis 
vesicatoria) ; it occurs in great numbers in 
France and Spain. More than 200 species 
have been described, the greatest number 
being found in southwestern and western 
United States. 

The commonest species in the East is 
known as Epicauta vittata. The adult beetle 
is yellowish * or reddish above ; the head and 
prothorax are marked with black, and there 
are two black stripes on the wing covers. 

In addition to E. vittata, another common 
species is E. pennsylvania, which is of a 
uniform black color. 

The commonest beetle in the southwestern 
part of the United States is E. cinerea.’ It is 
a six-legged, ash-colored beetle, with elon- 
gated, almost parallel sides. The head is dis- 
tinctly set off from the prothorax, and the 
end of the abdomen is exposed beyond the tip 
of the wing cover. Occasionally the wing cov- 
ers are black with a gray margin rather than 
ash-colored. Several other species are marked 
or spotted with different colors. 

Blister beetles vary in length from % to 
1 in. (1.27 to 2.54 cm.), are rather soft, 
long-legged, and very agile. 

The beetles have a complex life cycle, the 
adult maturing in the latter part of June, 
appearing in large numbers in the Southwest 
in July and August, and then disappearing 
in the fall. They feed on flowering plants, 
alfalfa, clover, soy bean, goldenrod, and 
potato plants. 

They are readily attracted !iy white lights 
in the evening, and the specimens examined 
were collected in this manner. 


36 


Blister. beetles contain an oil known as 
cantharidin.* It is the lactone of cantharidic 
acid, CioH i204. Cantharidin is spread dif- 
fusely through the beetle’s bodies rather 
than confined to particular specific glands. 
This volatile substance occasionally amounts 
to 2.5% of the dry weight of the beetle.* 

Toxic doses of cantharidin taken inter- 
nally may cause severe gastrointestinal ir- 
ritation, with nausea, vomiting, diarrhea, 
and abdominal cramps. 

The cantharidin secreted by blister beeties 
causes a very slight tingling and burning 


Fig. 1—Epicauta cinerea. 


sensation in approximately 10 minutes, with 
a mild erythema appearing shortly after- 
wards. In two to three hours, the vesicle or 
bulla first appears as a flat-topped collection 
of fluid. The bulla when fully developed, 
usually in 8 to 10 hours, is slightly flaccid, 
elongated, usually single, arising from a non- 
inflammatory base, and is usually asympto- 
matic. 

If the bullae are protected from trauma, 
the fluid is slowly resorbed in from three to 
four days. Usually, however, a traumatic 
rupture occurs, with the bulla collapsing. 
The epidermis then flakes off, and in six to 
seven days only slight depigmentation re- 
mains. Only the outer layers of the skin are 
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involved, and the. underlying dermis is not 
damaged. 


Microscopic examination of the lesions was 
not performed, since Cantharides vesicles 
have been described many times. The vesicle 
is usually located in the midepidermis with 
degenerated epidermal cells at the summit 
and a thin discontinuous layer at the base. 
The vesicle contains a network of fibrin and 
serum but with no cells. The corium may 
show very minimal infiltration. 


Most patients are contacted by the blister 
beetle in the evenings while under or near 
white lights outdoors. 


Fig. 2.—Blister beetle dermatosis. 


Since very minimal sensations are ex- 
perienced at the time of application of can- 
tharidin, very few patients can give a history 
of contact with a blister beetle. A few will 
recall “brushing off” something on a neck, 
shoulder, or arm. The vesicles and bullae, 
therefore, are usually first noted when the 
person arises in the morning. 


It is interesting to note that when a blis- 
ter beetle is allowed to walk undisturbed on 
a smooth piece of skin, no cantharidin is 
secreted. However, very gentle pressure on 
top of the beetle with an applicator will 
cause the clear amber-colored fluid to exude 


from the knee joints, prothorax, and gen- 
italia. Therefore “brushing off” the beetle 
usually provides the trigger mechanism for 
the secretion of cantharidin. Also gentle 
pressure from clothing such as a shirt cuff 
or loose collar wiil cause the blister beetle 
to secrete cantharidin. 


Diagnoses of blister beetle dermatitis usual- 
ly presents no «ifficulty. The vesicles or 
bullae are usually linear in arrangement; 
frequently only one long bulla is present; 
occasionally multiple vesicles may coalesce 
to form a linear lesion. Occasionally, workers 
in potato fields where large numbers of the 
beetles are feeding may show multiple bullae 
and vesicles on exposed surfaces. The lesions 
are usually found on the neck, wrists, and 
ankles, and occasionally on the soles. 


The dermatosis is seasonal, usually appear- 
ing in greatest numbers in the months of 
July, August, and September. 

The lesions are essentially asymptomatic, 
arising from a noninflammatory base. 


Treatment depends to a great extent on 


the location of the lesions. Vesicles appearing 
on an area of the skin that is not likely to 
be traumatized usually resolve in three to 
four days, and the overlying epidermis flakes 
off in six to seven days. Simple protection 
from trauma is sufficient. 


Larger bullae may be drained and then 
protected with an occlusive dressing with 
use of one of the antibiotic ointments. 

Children going barefooted may crush one 
or several of the beetles, allowing a large 
amount of cantharidin to contact the skin 
and causing a severe vesiculation. However, 
abstaining from walking and the use of wet 
dressings for 24 to 46 hours, followed by one 
of the antibiotic ointments, usually leads to 
an uneventful recovery. 


SUMMARY 


The mechanism and production of the 
dermatoses caused by blister beetles, Epicauta 
cinerea, is discussed. 
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The commonest species found in the United 
States are described. 


Diagnosis is relatively simple because of 


the appearance of the lesions, the seasonal 
nature, and short duration of the lesions. 
Treatment consists of protection, and 
occasionally wet dressings and occlusive 
bandages. 
714 Medical Arts Building. 
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PRIMARY CUTANEOUS NORTH AMERICAN BLASTOMYCOSIS 
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URING the half century following Gil- 
christ’s delineation of North American 
blastomycosis as an entity in 1896, it became 
firmly established by many observers that 
the disease exists in two widely divergent 
forms. In one, the skin alone is apparently 
involved in a chronically progressive, ulcera- 
tive, granulomatous, and cicatrizing process, 
which usually persists over many years with- 
out affecting the general health of the patient. 
In the other, the lungs are the primary focus, 
from which the disease as a rule soon be- 
comes widely disseminated, usually causing 
death. Rarely has a combination of these two 
forms, or a transition from one to the other, 
been observed. It has been widely accepted 
that this sharp differentiation occurs because 
of variation in the portal of entry of the 
infection, direct inoculation of the organisms 
into the skin causing the chronic cutaneous 
type, and inhalation into the lungs resulting 
in the disseminated visceral form. 

The sequence of events in two cases of 
known primary cutaneous inoculation with 
Blastomyces dermatitidis which were recently 
observed, correlated with those of two similar 
cases which occurred years ago, suggest to 
us that this concept should probably be re- 
vised in conformity with the view first ex- 
pressed in 1951 by Schwarz and Baum.' 
According to their dictum, and contrary to 
prevalent opinion, it appears probable that 
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the acquisition of blastomycosis by direct 
inoculation of the organisms into the skin 
of human beings is an extreme rarity, perhaps 
represented by no more than these four cases. 

In this communication the pertinent facts 
concerning these four cases will be assembled 
and supported by certain immunologic evi- 
dence in an attempt to prove that primary 
cutaneous blastomycosis is a rare but distinct 
entity, comparable with that observed as a 
stage in certain other infectious granulom- 
atous diseases which is usually referred to 
as the “chancre” and its sequelae. By con- 
trast, the form of blastomycosis previously 
designated as “cutaneous,” and attributed to 
direct inoculation of organisms into the skin, 
should now be considered to be only another 
manifestation of the disseminatec form of the 
disease, originating in most instances from 
a previously unrecognized primary pulmo- 
nary focus. 

REPORT OF CASES 


Case 1.—As early as 1903, Evans 2 described the 
sequence of events following the accidental inocula- 
tion of B. dermatitidis into an apparently insig- 
nificant needle scratch sustained in the tip of the 
index finger by a 28-year-old physician during the 
performance of an autopsy. The scratch apparently 
healed, but one week later a small pustule appeared 
at the site. It was incised on two occasions, each 
time vielding a crop of pus. Within a month this 
lesion had enlarged to a red, painful area 1.5 cm. in 
diameter, with miliary abscesses around the periph- 
ery. At about this time, an acute ascending lymph- 
angitis developed, characterized by several odd, 
cord-like nodular structures along the lymphatic 
channels, which resembled strings of beads. Axillary 
lymphadenitis consisted of a mass of nodes reaching 
the size of a hen’s egg. 

At the end of the sixth week, the primary lesion 
was thoroughly curetted, and the wound was packed 
with iodoform-impregnated gauze. Although small 
pustules again appeared at the periphery, the lesion 
slowly healed. A second nodule which had appeared 
over the metacarpal bone of the index finger sub- 
sided spontaneously during the eighth week. 

B. derrmatitidis was recovered in culture from the 
primary lesion, and typical organisms of this species 
were seen in histopathologic preparations. Further 
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information concerning the progress of this patient 
was not published in the original case report.* 


Evans commented on the fact that lymph- 
angitis and lymphadenopathy were not re- 
corded as a part of the syndrome observed 
in other cases of blastomycosis, of either the 
chronic cutaneous or the fatal disseminated 
type. 

CAsE 2.—Late in 1927, one of us (F. D. W.), who 
was a pathologist and worked constantly with fungi, 
noted an indolent abscess on his left wrist near the 
radial artery. This was evacuated, but it persisted 
as a papule with a central crater. Two weeks later 
enlarged lymph nodes could be palpated in the left 
-xilla, and one of these enlarged during the next 
week to the size of an olive. At this time lymph- 
angitis also appeared, accompanied by several ten- 
der nodules along the course of the lymph vessels 
extending from the wrist to the axilla. By the 
fourth week the primary lesion was a dusky red, 
soft papule, 1 cm. in diameter, with a central ulcer- 
ation. 

B. dermatitidis was demonstrated by direct micro- 
scopic examination of pus taken from the primary 
lesion and was recovered in culture. A mouse inocu- 
lated with similar pus died after five weeks, and 
blastomycetes were demonstrated in the viscera. 


Typical organisms were also seen in histopathologic 
preparations of a specimen removed for biopsy from 
the lymphangitic streak. It was concluded that the 
infection had been acquired in the laboratory, al- 
though no definite puncture wound was recalled. 


The primary lesion was excised; the area was 
exposed to x-ray therapy, and potassium iodide 
was administered systemically. Blood counts were 
always normal, as was an x-ray examination of the 
lungs. Recovery was complete after four months, 


* Attempts to discover what occurred subsequently 
in this case were unsuccessful until recently, when 
we learned that the patient was the author himself, 
Newton D. Evans. Dr. Evans was thus actually re- 
porting an infection which he himself had sustained 
while he was a teacher of pathology at the Uni- 
versity of Tennessee. His son, Dr. William D. 
Evans of West Hollywood, Calif., also states that 
after the infection had subsided it was strongly 
advised that the arm be amputated because of the 
danger of death from recurrence and dissemination. 
Doctor Newton Evans permitted the involved finger 
to be amputated at the metacarpophalangeal joint 
because of the considerable degree of deformity 
which had resulted from the surgical treatment of 
the primary lesion, but he refused amputation of the 
arm. Nevertheless, he lived subsequently for 44 years 
(until 1945) without any further evidence of blasto- 
mycosis. 
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the disease having remained restricted to the skin 
and lymphatics of the left arm. Subsequently there 
has never been any evidence of recurrence. 


Case 3.—A physician scratched his gloved left 
index finger with the scalpel during autopsy of a 
case of systemic blastomycosis at the University of 
Virginia Hospital in September of 1950. Fluid 
entered through the opening in the glove. Although 
the scratch did not bleed, it was cleansed with soap 
and water and tincture of iodine was applied. 

Four weeks later malaise developed, and a soli- 
tary, tender node was discovered in the left axilla. 
The urine and blood were found to be normal, as 
was the chest by x-ray examination. One week 
later a violaceous papule, 3 mm. in diameter and 
elevated 2 mm. above the surface, was observed at 
the site of the scratch. This was excised, and 
yielded histopathologic sections revealing B. derma- 
titidis as well as cultures typical of the fungus. Dr. 
David T. Smith of Duke University was consulted 
six weeks after the original injury. At this time the 
enlarged, tender axillary node was still present. 
Intradermal inoculation with blastomycin was nega- 
tive, as was the complement fixation test. Blasto- 
myces vaccine was administered during succeeding 
weeks, after which the intradermal reaction to 
blastomycin was positive and the complement fixa- 
tion test was positive in low titer. Iodides were 
administered for about three months, after which 
recovery was apparently complete. Since that time 
there has been no evidence of the discase.t+ 

Case 4.—A white man 59 years old, an autopsy 
room attendant at the Los Angeles County General 
Hospital, punctured his left fifth finger with a needle 
during his work in cor tion with an autopsy on 
a case of disseminate, rth American blasto- 
mycosis. The wound seemed to heal, but about a 
week later a reddened papule was noted at the inocu- 
lation site on the medial aspect of the first meta- 
carpophalangeal joint. One week after its appear- 
ance this lesion was incised and three drops of 
purulent material was evacuated. During the next 
two weeks swelling was noted in the left epitroch- 
lear region and was accompanied by a crusted 
lesion of the skin. This area was surgically excised. 
Shortly thereafter a swollen, movable lymph node 
1 cm. in diameter was noted in the left axilla, and 
the entire lymph-node-bearing area in this region 
was also excised, the specimen measuring 17 by 10 
by 3 cm. in size. The original injury occurred in 
December of 1952. 

Histopathologic study of these specimens re- 
vealed an acute granulomatous lymphadenitis with 
numerous giant cells containing budding cells typi- 
cal of B. dermatitidis. Attempts to culture the 
precl Nia ee aRea 

+ Cases 2 and 3, although not previously pub- 
lished in detail, were mentioned by Schwarz and 
Baum.1 
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organism were unsuccessful. The reaction to blasto- 
mycin injected intracutaneously was 2+ to 1: 100 
dilution, while that to histoplasmin and coccidioidin 
was negative. Complement fixation did not occur 
to blastomycin, histoplasmin, or coccidioidin. The 
Kolmer and Kahn tests were negative. The white 
blood count and sedimentation rate were normal. 
Serum albumin was 4.3 and globulin 1.9 gm. per 
100 cc. X-rays of the chest and bones showed no 
pathologic changes consistent with the type to be 
expected with blastomycosis. There were no symp- 
toms indicating generalized disease. 


The surgical wounds healed uneventfully, and 
subsequently the patient has been entirely well. 
Intradermal tests with blastomycin at intervals of a 
month or two have always yielded positive re- 
sponses; the first was 2+ and all subsequent ones 
4+ to a dilution of 1: 100. Complement fixation 
has not occurred in any of a series of examinations 
performed at monthly intervals. The patient re- 
turned to his usual occupation. He received com- 
pensation for the episode as an industrial accident. 


CLINICAL CONSIDERATIONS 


It must be admitted that there are many 
points concerning which additional knowl- 
edge about primary cutaneous blastomycosis 
is to be desired. However, it is evident at 
once that the syndrome which followed the 
intracutaneous inoculation of B. dermatitidis 
was identical in most respects in these four 
cases, and that it differed remarkably from 
the chronic cutaneous form of the disease 
which previous opinion would have led one 
to anticipate. It must be considered signifi- 
cant that these four patients, who are the 
only ones actually known to have been in- 
fected percutaneously with blastomycosis 
from a proved source of the organisms are 
also the only ones who developed a primary 
chancriform lesion at the known inoculation 
site, accompanied by lyn:phangitis and lym- 
phadenopathy limited to the involved ex- 
tremity. Furthermore, in none of these four 
patients did the disease evolve into the syn- 
drome which has always been the prototype 
of the “cutaneous” form of blastomycosis, 
i. e., a slowly enlarging cutaneous plaque 
with a sharply delineated, elevated, verrucous, 
pustular, violaceous border and a clearing, 
cicatricial center, not accompanied by lym- 
phadenopathy. 


That the inoculation of B. dermatitidis into 
the skin produces a chancriform syndrome 
should not be surprising, in the light of our 
knowledge that other micro-organisms which 
cause infectious granulomatous diseases op- 
erate similarly under similar circumstances. 
With but minor variations the same picture 
is observed in the primary cutaneous ex- 
pression of tuberculosis, syphilis, yaws, 
espundia (American leishmaniasis) sporo- 
trichosis, and coccidioidomycosis. “he nod- 
ules along the lymph channels simulate 
those so characteristic of sporotrichosis and 
those encountered in the case of coccidioido- 
mycosis reported by Wilson, Smith, and 
Plunkett.* 

Furthermore, in the course of an extensive 
study of North American blastomycosis, 
Schwarz and Baum concluded that the usual 
verrucous “cutaneous” form of the disease, 
previously attributed to cutaneous inocula- 
tion, actually results from dissemination from 
a preceding primary pulmonary infection, 
frequently unrecognized unless carefully 
searched for. This coincides with the view of 
Wilson, Smith, and Plunkett * in regard to 
the sequence of events in coccidioidomycosis, 
and with prevalent opinion in regard to 
histoplasmosis. 


HISTOPATHOLOGY 


Of these four cases of primary cutaneous 
blastomycosis, information is available con- 
cerning histopathologic preparations from 
the primary lesions of Cases 1 and 3, the 
lymphangitic streak of Case 2, and the re- 
gional lymph nodes of Case 4. 

In Case 1 the primary lesion revealed 
numerous budding organisms in a polymor- 
phous infiltrate that was not of granulomatous 
nature. In Case 3 the primary lesion was 
small and circumscribed within the dermis, 
consisting of several perivascular foci made 
up of a dense inflammatory infiltrate of lym- 
phocytes and polymorphonuclear leucocytes 
(Fig. 1, A and B). Numerous blastomycetes 
were present in these foci. The overlying 
epidermis was normal except for slight 
acanthosis. 
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Fig. 1—A, primary lesion of Case 3, showing 
the circumscribed lesion in the dermis (low power). 


B, high-power view of the dermal lesion of Case 3; 
blastomycetes are seen near the center of the field. 


Fig. 2—A, low-power view showing a portion 
of the lymphangitic streak of Case 2. B, portion of 
the lymphangitic streak of Case 2, showing a blasto- 
mycete just below and to the left of the center of 
the field. 


Fig. 3.—High-power view of the blastomycetes 
in a lymph node of Case 4. 


The section from the lymphangitic streak 
in Case 2 revealed the involved lymphatics 
to be saturated with an inflammatory infil- 
trate which contained a multiplicity of cell 
types and numerous blastomycetes (Fig. 2, 
A and B). 


The lymph nodes in Case 4 were grossly 
grayish-white on section instead of tan. 
Microscopically, there was an acute granu- 
lomatous lymphadenitis, with numerous giant 
cells containing small, rounded organisms 
with doubly refractile walls, morphologically 
typical of B. dermatitidis. Numerous singly 
budding forms were observed (Fig.3). In 
none of the four cases was there any ho- 
mology with the type of reaction which char- 
acterizes the Ghen tubercle. 


In sharp contrast to the above findings, 
microscopic examination of cutaneo-1s lesions 
from the usual, commoner type of blasto- 
mycosis reveals a tremendous degree of 
acanthosis, frequently reaching the stage 
called pseudoepitheliomatous hyperplasia. 
Many microabscesses are usually seen, fre- 
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quently wholly intraepidermal, and containing 
masses of purulent material largely composed 
of polymorphonuclear leucocytes, in which 
only an occasional blastomycetic cell is dis- 
coverable. In the dermis; giant cells contain- 
ing blastomycetes may be seen. 

Since lymphangitis and lymphadenopathy 
are not present in the usual type of blasto- 
mycosis, unless acute bacterial infection is 
superimposed, no comparisons can be drawn 
with our cases in this regard. 


IMMUNOLOGIC ASPECTS 


As early as 1941, Martin had become 
convinced that two immunologic testing pro- 
cedures were of value in ascertaining the 
prognosis in cases of blastomycosis. He ob- 
served that patients dying of the infection 
usually reacted only minimally, or not at all, 
to the intracutaneous injection of a substance 
(blastomycin) extracted from cultures of 
B. dermatitidis, while their sera were able, 
in conjunction with this antigen, to fix com- 
plement in a high dilution (up to 1:32). 
Conversely, patients having only a small, 
chronic, cutaneous focus which persisted for 
many years, usually reacted strongly to the 
intracutaneous test, while their complement 
fixation reaction was either negative or only 
weakly positive. At about the same time, 
students of coccidioidomycosis, especially 
Kessel § and Smith,|| were making similar 
observations on patients with that disease. 
In recent years there is considerable evidence 
indicating that histoplasmosis follows the 
same pattern. Subsequently, after thousands 
of tests on hundreds of patients with coc- 
cidioidomycosis, it has been established that 
for purposes of prognosis in coccidioidomy- 
cosis, the clinician may use the reaction to 
the intracutaneous test (roughly quantitated 
by using the degree of response to several 
dilutions) as a measure of the extent of the 
immunologic resistance which the patient is 
mobilizing against the disease, while the re- 
action to the complement fixation test (also 
quantitated by dilutions) serves to measure 
the extent and severity of the disease or the 


§ References 5 and 6. 
|| References 7, 8, and 9. 
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amount of tissue involved. It must not be 
implied, however, that any of these anti- 
bodies have been shown to be the actual 
means by which immunity is conferred upon 
the individual, but rather that there is a high 
degree of parallelism useful to the clinician 
for ascertaining the prognosis. These facts 
have become evident earlier in coccidioido- 
mycosis, principally because of the oppor- 
tunity for study afforded by the large number 
of persons who manifest the infection in its 
extremely benign form, a stage not as yet 
demonstrated in blastomycosis. However, 
the same views seem likely to prove valid 
in the latter disease also, and are given cre- 
dence by many observers. 


In the serizs of four cases assembled in 
this communication, it is noteworthy that the 
intradermal tests, when performed, became 
positive in a significantly high dilution 
rather early, indicating the development of 
good immunologic resistance, while the com- 
plement fixation titer was persistently zero 
in one case and low in another, indicating 
but a small extent of infection. By contrast, 
many cases of the so-called “chronic cuta- 
neous” form of blastomycosis have possessed 
sera capable of fixing complement in high 
dilution, indicating extensive disease and 
probably involvement of internal organs as 
well as the skin, while reacting at the same 
time in various degree to the intracutaneous 
test, indicating that immunologic resistance 
was sometimes present, sometimes absent. 
It seems likely that the immunologic resist- 
ance in those cases presenting cutaneous 
lesions which persist over many years has 
been sufficient to eradicate the disseminated 
disease emanating from the primary pul- 
monary focus in all tissues except the skin, 
where the process of eradication approaches, 
but does not quite attain, complete success. 
This is consistent with the histopathology 
of this form of blastomycosis, for a huge mass 
of polymorphonuclear leucocytes and lym- 
phocytes is called out, apparently in re- 
sponse to the presence of each sparse blasto- 
mycetic cell found in the skin. By contrast, 
the lymphangitic streak of Case 2 revealed 
numerous blastomycetes and a multiplicity of 
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cell types, and the primary lesion of Case 3 
showed blastomycetes in large numbers. 


In Case 4 it is probably significant that 
the intracutaneous reaction to blastomycin 
was observed to be 2+ in 1:100 dilution 
about six weeks after the original inocula- 
tion. It would have been better had this 
patient been tested even earlier in the course 
of the disease, when a reaction would almost 
certainly have been absent, so that the “con- 
version” from negative to positive, which has 
been shown to be indicative of a primary 
infection in coccidioidomycosis, could have 
been observed. However, the patient’s re- 
activity doubled in the next few weeks to 
4 and has remained at this high level. It 
seems reasonable to conclude that the latter 
phase of such a “conversion” was in process. 
In Case 3 the intracutaneous test was still 
negative at six weeks, but became positive 
during the next month. Heretofore it has 
been stated that there was no knowledge of 
the speed with which this reactivity could 
develop, since the exact time of the infection 
has been unknown in all other cases. 


PROGNOSIS 


There are too many shortcomings in these 
four case reports to allow one to evaluate 
with accuracy the prognosis of primary 
cutaneous blastomycosis. Although the ap- 
parently benign course of the disease in these 
patients may appear to be attributable to sur- 
gical intervention, and although it is true that 
the primary lesion was “excised” in Cases 1, 
2, and 3, the lymph nodes (also known to con- 
tain organisms) were not. Conversely, in 
Case 4 it was the lymph nodes which were 
excised while the primary lesion was not. 
In Case 2 organisms were also demonstrated 
in the lymphangitic streak. Thus, in nv case 
was the total of infected tissue removed. In 
Case 1 the patient lived 44 years subsequently 
without evidence of recurrence. In Cases 2, 
3, and 4 the patients are still alive and appar- 
ently well; in Case 2 the time interval has 
been 27 years, while in Cases 3 and 4 it has 
admittedly been too short to be conclusive. It 
seems possible, however, that this chancri- 
form type of blastomycosis may have a strong 
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tendency toward spontaneous regression, as 
is known to be the case with the similar 
stage of some other infectious granulomatous 
diseases such as tuberculosis, syphilis, yaws, 
and American leishmaniaris. To 4 lesser 
extent this is also true of sporotrichosis, 
which, while it does not subside satisfactorily 
unless. treated, does tend to re ..:n limited 
to the inoculated limb. In addition, the case 
of coccidioidomycosis studied by Wilson, 
Smith, and Plunkett‘ appears to indicate 
that that disease also behaves in a benign 
fashion when acquired by primary cutaneous 
inoculation. 
THERAPY 


There is insufficient evidence available to 
allow any particular therapeutic approach to 
be recommended for primary cutaneous 
blastomycosis. The rarity of the syndrome 
must be borne in mind, for it will usually be 
the other, verrucous, type of cutaneous blasto- 
mycosis, which does not tend to regress 
completely and spontaneously, that is en- 
countered. Whether surgical intervention is 
indicated is not yet evident, but it should 
probably be utilized, if for no other reason 
than to obtain tissue, the study of which may 
serve to help clarify the issue. If future ex- 
perience with chemotherapeutic agents such 
as stilbamidine removes their hazards and 
augments their reliability to cure blastomy- 
cosis, it may be wise to iuclude this approach. 
These agents were not in vogue when Cases 
1, 2, and 3 were observed, and were withheld 
after much conside-ation in Case 4. 


SUMMARY 


The details are recorded concerning the 
three cases of North American blastomy- 
cosis heretofore mentioned in the literature 
in which the fungus Blastomyces dermati- 
tidis was accidentally inoculated percutan- 
eously from a known source. A fourth case 
is reported herewith. 

Attention is called to the chancriform 
syndrome which resulted, characterized by 
a relatively painless, indurated, ulcerative 
primary lesion at the site of inoculation, 
followed by lymphangitis, with nodules along 
the lymph channels and lymphadenopathy 





PRIMARY CUTANEOUS NORTH AMERICAN BLASTOMYCOSIS 


limited to the involved limb. This is con- 
trasted with the clinical picture of the com- 
mon chronic, cutaneous type of blastomycosis, 
which was previously thought to result from 
direct cutaneous inoculation, and which now 
appears to be but another form of dissemi- 
nated disease, probably resulting from a pre- 
vious primary pulmo_ary focus. 

The histopathologic features of primary 
cutaneous blastomycosis are contrasted with 
the usual form of cutaneous blastomycosis, 
as are also the immunologic aspects. 

Although some tissue was surg‘cally re- 
moved in each case, all areas known to be 
infected were not completely excised in any 
case. No specific chemotherapeutic agent 
other than potassium iodide was employed 
for treatment. Nevertheless, all patients 


apparently recovered completely. It is known 
that one lived subsequently for 44 years with- 
out evidence of recurrence and that the other 
three have remained well, one for 27 years, 
one for 4 years, and one for 1% years. 


CONCLUSION 


1. North American blastomycosis occurs 
with extreme rarity as the result of direct 
inoculation of the organisms into the skin. 
Three of the four known cases have resulted 
from cutaneous inoculation at necropsy on 
known cases of blastomycosis while the fourth 
was acquired in a mycology laboratory. 

2. Primary cutaneous blastomycosis pre- 
sents a chancriform syndrome which is 


entirely different frum the usual chronic 
cutaneous form. 


3. There is apparently a strong tendency 
towards spontaneous recovery in primary 
cutanecus blastomycosis. 
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PRURITUS OF LIVER DISEASE (KANTHOMATOUS BILIARY CIRRHOSIS) 


JOHN H. HICKS, M.D., and J. FRED MULLINS, 
M.D., Galveston, Texas 


FRU UU LU UU RA 


OR MANY years the dermatologist and 

the internist have been aware of the cuta- 
neous manifestations of liver disease, such 
as spider nevi, xanthomata, erythema pal- 
mare, jaundice, and pruritus, but the mecha- 
nism by which some of these are produced has 
gone unanswered. This is particularly true 
of pruritus associated with liver disease, and 
the time-honored fact that the retention of 
bile salts causes an irritation of the nerve 
ending does not seem to be the complete 
answer. It is a well-known fact that in cer- 
tain severe parenchymal diseases of the liver, 
as well as in hemolytic anemias, the jaundice 
may be equally as severe as the obstructive 
type; yet the pruritus is either absent or 
much less severe. 

The purpose of this paper is to point out 
that generalized pruritus from liver disease 
is not a rarity in the absence of clinical or 
laboratory jaundice and that the relief of 
itching obtained with methyltestosterone 
therapy, despite its almost certain toxicity, 
is often dramatic. 

It is not within the scope of this paper to 
give a complete classification of liver cir- 
rhosis, but the biliary type may be divided 
into, first, obstructive biliary cirrhosis, 
which is extrahepatic, and secondly, primary 
biliary cirrhosis. The latter may be sub- 
divided into xanthomatous biliary cirrhosis, 
with which this paper deals, and another 
group in which hepatotoxic agents, such as 
virus and bacterial infections and heavy metal 
poisoning, are recognized. 

In 1937 Thannhauser and Magendantz 
first described a disease which they called 
xanthomatous biliary cirrhosis, a disease later 


From the Department of Dermatology (J. Fred 
Mullins, Director), University of Texas—Medical 
Branch. 


46 


termed pericholangitic biliary cirrhosis and 
hepatocellular hypercholesterolemic cirrhosis. 
They reported five cases exhibiting xan- 
thomas of the skin of varying locations and 
types and manifested clinically by unques- 
tionable liver damage. In the original inves- 
tigation it was their opinion that there were 
xanthomatous plaques deposited in the walls 
of the bile ducts and canals which obstructed 
proper drainage, with subsequent develop- 
ment of jaundice. Their criteria for making 
the diagnosis were the following: 


1. Xanthomas, plain or tuberous variety 

: Enlarged liver and spleen 

. Obstructive jaundice 

. Extremely high cholesterol and lecithin 

. Transparency of the serum despite the high 
lecithin content 


This is mot to say that skin xanthoma and 
jaundice had not been reported 100 years 


before ; however, it seems that the interrela- 
tion of the two had not been sufficiently 
recognized. It is interesting to note that in 
all of the cases reported at that time general- 
ized pruritus was an early symptom and that 
clinically these patients exhibited brownish 
discoloration of the skin. In some of these 
cases they were able to obtain liver tissue 
for biopsy study, and the predominant patho- 
logical feature was early inflammatory cell 
infiltration in the portal area with a fibrosis 
and blockage of the small bile ducts. Their 
explanation for the high serum cholesterol 
was impaired excretion plus increased forma- 
tion because of the functional disturbance of 
the liver cells. In 1949 Thannhauser and 
McMahon wrote of xanthomatous biliary 
cirrhosis, and by this time some of the previ- 
ously reported cases had come to autopsy. 
Repeated sections of the bile ducts failed to 
reveal the etiologic xanthomatous plaques 
which had been postulated 12 years pre- 
viously. 

Clinically, the disease is described as oc- 
curring almost exclusively in women in the 
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30-to-50-year age group. The onset is in- 
sidious, generalized itching being the pre- 
dominant early symptom, followed later by 
jaundice of the obstructive type. Usually 
there are no chills or fever, and the xan- 
thoma develops many months or years after 
the jaundice has made its appearance. The 
liver and spleen are almost always enlarged, 
but this may be difficult to detect in the early 
stages. Thannhauser and McMahon de- 
scribed a “peculiar maculo-papular eruption 
which appears and disappears intermittently, 
especially on the trunk and legs. First in- 
spection gives the impression that these 
lesions are excoriations, but on closer inspec- 
tion one sees sunken in head of lesion mostly 
covered by crusts.” This description is not 
too different from the cases which are re- 
ported here, but we prefer to describe the 
skin lesions as scattered excoriations over 
the body, without primary lesions, along with 
a diffuse brownish mottling of the skin of the 
face. This brownish mottling is not unlike 
that seen in any chronic illness. The early 
laboratory findings are apt to be a moderately 
elevated serum cholesterol, anemia, and ab- 
normalities of the liver function tests not sug- 
gestive of severe parenchymal disease. 


REPORT OF CASES 


In the past six months six cases have come 
to our attention in which the clinical diag- 
nosis of liver disease as a cause of itching 
was made without the benefit of laboratory 
studies or clinical jaundice. Laboratory tests 
subsequently confirmed the clinical impres- 
sion. In three of these cases the patient had 
been hospitalized for various complaints and 
was seen by us because of generalized itching. 
The following are brief case histories of three 
of the more typical cases. 


Case 1.—Mrs. K. L. 

History —A 39-year-old white woman, admitted 
to the hospital, Dec. 15, 1953, on the neuropsychi- 
atric service because of nervousness. The chief com- 
plaint, however, was generalized pruritus of 14 
months’ duration, which had started on the arms 
and had gradually become generalized, including 
the palms, soles, and scalp. The patient had been 
having menorrhagia for one year, but she was told 
that she was anemic before the abnormal menses 


had begun. There had been a weight loss of 10 lb. 
(4.5 kg.) in the past three months. She had com- 
plained of constipation for six months and gave a 
history of chalky stools several weeks prior to ad- 
mission. There had also been loss of energy and 
general malaise for the past year. The past history 
revealed jaundice at the age of 16 and also pneu- 
monia at the age of 14. Her diet when she was a 
child and young woman had been principally carbo- 
hydrates and fats. There was no history of blood 
transfusion, and no alcoholic intake. 

Physical Examination—A fairly well nourished 
white woman, she exhibited brownish mottling of 
the face simulating chloasma. A few scattered 
papules were seen, along with generalized excori- 
ated areas without primary lesions. 

Laboratory Studies—Hemoglobin, 7.8 gm. per 
100 cc.; red blood cells, 3,380,000; white blood cells, 
3,820; BMR, —7; fasting blood sugar, 96 mg. per 
100 cc.; cholesterol, 332 to 348 mg. per 100 cc.; 
sulfobromophthalein, 5 min.—80% retention, 30 
min.—30% retention, 45 min—30% retention; 
cephalin flocculation, 1+ in 24 hours and 1+ in 
48 hours, and two weeks later 3 + in 24 hours and 
4+ in 48 hours; thymol turbidity, 10 to 15 units; 
serum bilirubin, 17.4 mg. per 100 cc. direct, 14.2 
mg. per 100 cc. indirect; gall bladder series normal. 

Course in the Hospital—This patient was started 
on methyltestosterone, 10 mg. t. i. d. sublingually, 
on Dec. 19, 1953, which gave complete relief of itch- 
ing within 48 hours. On Jan. 5, 1954, after having 
received a total dosage of 0.51 gm. of methyl- 
testosterone, she became visibly jaundiced. The 
methyltestosterone was reduced to 10 mg. daily on 
Jan. 7, 1954, which did not control the pruritus. 
Reinstitution of 10 mg. three times a day on Jan. 
10, 1954, again gave complete remission of itching. 
On Dec. 30, 1953, she had a bilateral salpingo- 
oophorectomy and complete hysterectomy for fibro- 
myomata of the uterus. She had four pints of blood 
just before and during surgery. She continued to 
improve from the operation and was discharged on 
Jan. 13, 1954. At the time of discharge there was 
no pruritus in the presence of persisting but im- 
proving jaundice. 

On follow-up examination, Feb. 16, the jaundice 
was still present but not as marked as when she left 
the hospital. The patient had found that she was not 
maintained on 20 mg. of methyltestosterone daily, 
but 30 mg. daily would relieve all pruritus. The 
methyltestosterone was discontinued on this date, 
and testosterone propionate (Oreton) was given, 
10 mg. four times a day. The patient’s itching re- 
lapsed to its original severity following this change 
of therapy. Laboratory tests at this time revealed 
a serum cholesterol of 570 mg. per 100 cc. Methyl- 
testosterone was not reinstituted despite almost in- 
tolerable itching, and on March 12, 1954, it was 
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noted that xanthomata were developing in the palms 
of the hands. Shortly thereafter the patient con- 
sulted a surgeon, who performed an exploratory 
operation, but no extrahepatic blockage was found. 
Liver biopsy revealed inspissated bile in the small 
canaliculi with intrahepatic obstruction. 

Case 2.—Mrs. D, P. 

History—A 54-year-old white woman, admitted 
to the hospital Oct. 11, 1953, with a complaint of 
itching of four years’ duration and substernal pain 
on exertion of six months’ duration. The pruritus 
was noted initially on the arms and legs and was 
somewhat worse during the summer. The itching 
was progressive and had involved the scalp, palms, 
and soles. No history of jaundice, but father had 
diabetes mellitus. Appetite had been poor for four 
months with a 4 Ib. (1.8 kg.) weight loss in the 
past month. Hemorrhoidectomy and hysterectomy 
seven years previously; cessation of menses before 
surgery. No history of alcohol intake. Mild hyper- 
tension of five years’ duration. 

Physical Examination.—Patient appeared chron- 
ically ill and had a pallor which one would asso- 
ciate with an anemic state. The heart was enlarged 
to the left with apical and aortic systolic murmurs. 
Slight tenderness in the right upper quadrant. Gen- 
eralized scattered excoriation with no primary 
lesions. Mild lichenification of the extensor sur- 
faces of both arms. 


Laboratory Studies—Hemoglobin, 8.4 gm. per 
100 cc. ; red blood cells, 3,500,000 ; white blood cells, 
7,800; fasting blood sugar, 105 mg. per 100 cc.; 
glucose tolerance test, normal; serum bilirubin, 
direct 0.9 mg., total 1.6 mg. per 100 cc.; total cho- 
lesterol, 363 to 368 mg. per 100 cc.; cephalin floc- 
culation, 24 hours 1+; 48 hours 2+; sulfobromo- 


phthalein, 5 min—40% retention, 30 min.—30% 
retention, 45 min.—25% retention; EKG suggestive 
of myocardial damage; gall bladder series, “prob- 
ably normal gallbladder.” 

After thorough study in the hospital the patient 
was started on methyltestosterone 10 mg. three 
times daily. She was discharged on Oct. 21, 1953, 
on a low-fat, low-cholesterol diet, methyltestosterone 
10 mg. daily for one week, and then 5 mg. daily 
thereafter. She had two severe episodes of sub- 
sternal pain, some vague right subcostal discomfort, 
and by Nov. 1 became visibly jaundiced. The patient 
had obtained complete relief of itching after the be- 
ginning of testosterone therapy and had received a 
total dosage of 0.37 gm. of the drug. On readmission 
Nov. 14, 1953, she was taken to surgery for ex- 
ploration for suspected stone in the common duct. 
At surgery the liver was found enlarged, and the 
common duct normal in size, with no obstruction. 
The gall bladder exhibited some inflammatory 
changes, and a thin-walled gall bladder was removed. 
Liver tissue was taken for biopsy study, which 
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showed “marked triaditis with evidence of obstruc- 
tion of the bile system.” A small stone was found 
in the gall bladder by the pathologist. 

On Nov. 25 the jaundice seemed to be increasing, 
but a cholangiogram showed no evidence of obstruc- 
tion. The opinion of her physician was that the con- 
dition was cholangitis. At this time laboratory tests 
revealed further liver damage. However, shortly 
thereafter she began to feel much better and was 
discharged on Dec. 4, 1953, after icterus had begun 
to clear. One month after discharge patient was 
still jaundiced and had begun to have more pruritus. 
Husband called requesting reinstitution of methyl- 
testosterone therapy, which had given the patient 
complete relief from the pruritus. The patient was 
asked to take the methyltestosterone only for a 
short period of time. 

Case 3,—Mrs. A. E. 

History—A 45-year-old white woman seen in- 
itially on Sept. 5, 1953, with a complaint of gen- 
eralized progressive itching of three years’ duration. 
The pruritus had begun on feet and legs while the 
patient was working on a farm. Eruption described 
as few small crusted papules. For several months 
she had experienced itching and tingling of scalp, 
palms, and soles. Despite numerous therapeutic trials 
from her family physician, no relief from itching was 
obtained except for a two months’ period on corti- 
sone, which gave almost complete relief. It was 
stopped because of marked facial edema. 

Review of systems revealed a surgical menopause 
at age of 29 for “ulcers” on cervix. No history of 
jaundice, and no alcoholic intake. In June, 1952, 
patient had 10 Ib. (4.5 kg.) weight loss, vague indi- 
gestion, hematemesis, and tarry stool. She exhibited 
a marked anemia. Hospitalized and operated on with 
a tentative diagnosis of carcinoma of the stomach. 
At surgery the spleen was five to six times enlarged. 
A cirrhosis of the liver with marked hypertrophy 
of left lobe was noted on the operative sheet. No 
varicosities and no source of bleeding were found. 
Splenectomy was performed. 

Physical Examination.—The patient was well de- 
veloped but exhibited a brownish mottling not only 
on face but also rather marked on trunk. There were 
scattered excoriations over trunk, arms, and legs. 
No primary lesions were seen. 

Laboratory Studies—Total cholesterol, 383 mg. 
per 100 cc. ; phospholipids, 359 mg. per 100 cc. ; total 
lipids, 1450 mg. per 100 cc.; icterus index, 10; thy- 
mol turbidity, 12.5 units; colloidal red test, 4+. On 
Sept. 19 patient was given methyltestosterone, 25 
mg. daily, which produced complete relief of itching 
within 48 hours. Ten days later methyltestosterone 
was reduced to 15 mg. daily, and 10 days later to 
10 mg. daily. She did not return thereafter. Patient 
was heard from two months later, at which time she 
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had developed jaundice and was being treated for 
liver disease by another physician. 


COMMENT 


During treatment of some of the early 
cases, Thannhauser noted that the high cho- 
lesterol and lecithin levels of the serum 
were only moderately reduced after low- 
cholesterol, low-fat diet. This led him to 
suspect the endogenous liver production of 
cholesterol. Furthermore, in another case of 
diffuse tuberculosis with replacement of most 
of the liver cells, the cholesterol decreased 
sharply, concomitantly with the progression 
of the tuberculous disease of the liver. These 
observations, plus the fact that complete bile 
duct obstruction, as with a stone, does not 
ordinarily result in excessively high choles- 
terols, led him to conclude that imbalance be- 
tween increased cholesterol production plus 
inadequate excretion was the primary cause 
of elevation, with biliary retention a second- 
ary and minor factor. These data seem some- 
what contradictory in that, in general, as 
xanthomatous biliary cirrhosis progresses, 
more liver damage results, and yet the serum 


cholesterol becomes higher. 


Obviously, with far advanced biliary dis- 
ease manifested by xanthoma, jaundice, and 
anemia, there existed a state in which the 
serum cholesterol was only moderately ele- 
vated and in which jaundice had not super- 
vened. It is our belief that the three cases 
presented here fit best into this stage of 
xanthomatous biliary cirrhosis. You will 
note that all had elevated serum cholesterol 
levels, even though not as high as most re- 
ported by Thannhauser. More convincing 
has been the inability to establish another 
etiology, even though three were operated on 
because of suspicion of extrahepatic obstruc- 
tive disease. Our cases fit well in that they 
are all women in the 30-to-50 age group and 
tend to have a mottled melasma on the face 
as if from chronic malnutrition. They all 
exhibited early generalized pruritus, includ- 
ing the palms, soles, and scalp, but with un- 
impressive primary lesions of the skin. The 
patients exhibited anemia, although in two of 
them hemorrhoidal and vaginal bleeding 


could well explain the microcytic hypo- 
chromic anemia. In three of these cases the 
patients later developed jaundice, either from 
the progression of the disease or as a result 
of methyltestosterone therapy. When last 
seen, only three cases demonstrated xan- 
thomata. 

The liver pathology depends upon the 
stage at which the specimen for biopsy is 
taken. Early in the course of the disease 
there is an inflammatory reaction in the por- 
tal area which extends along the small bile 
ducts of the interlobular system. Subsequent 
to this there is a blockage and inspissation 
of bile in these small canaliculi. Interestingly, 
enough, there is no evidence of blockage of 
the larger intra- or extrahepatic bile ducts. 
As fibrosis results, the inflammatory reaction 
extends toward the center of the liver lobule 
with gradual destruction of the sinusoids and 
parenchymal cells. Late in the disease, the 
various signs and symptoms of portal cir- 
rhosis, such as esophageal varices, make their 
appearance, and the patient dies as a result 
of these changes. Shay and Harris believe 
that the elevation of blood cholesterol is the 
cardinal factor and that the liver fibrosis fol- 
lows this metabolic change, a change which in 
turn is dependent upon a preceding diffuse 
type of hepatocellular damage of unknown 
etiology. Leary, however, believes that crys- 
talline cholesterol esters, when they block 
the periportal lymphatics, as was demon- 
strated for silica, are a stimulant to the 
growth of fibrous tissue. Such a mechanism 
could explain the fundamental histological 
finding in the liver tissue common to all cases 
of primary biliary cirrhosis with xantho- 
matosis. We had the benefit of liver biopsy 
study in six of our cases, all of which showed 
a round-cell triaditis of the interlobular bile 
ducts. 

Circulating bile salts apparently are not the 
sole cause of itching in jaundice, and this is 
particularly true in xanthomatous biliary cir- 
rhosis. In this disease the pruritus is fre- 
quently of several years’ duration before the 
jaundice makes its appearance. It is more 
likely that the increased cholesterol in con- 
junction with altered circulating sex hor- 
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mones is the etiologic factor. Since the dis- 
ease is predominant in females, it is very 
difficult to disregard the possibility of estro- 
genic retention as a cause of pruritus. 


METHYLTESTOSTERONE THERAPY AND 
TOXICITY 


In the years past the therapy aimed at gen- 
eralized itching from jaundice has been 
rather disheartening, and local therapeutic 
agents have been of very little benefit in re- 
lieving the pruritus of this disease. In 1953 
Lloyd-Thomas and Sherlock, of England, 
reported cases of obstructive jaundice with 
severe itching treated with methyltestos- 
terone. Of their seven cases, three had pri- 
mary biliary cirrhosis, two carcinoma of the 
main duct, one obstruction from gallstones, 
and one had operative stricture. In all of 
the cases, relief from itching was rapid and 
most gratifying. Twenty-five milligrams of 
methyltestosterone was given sublingually 
each day for two weeks and then reduced to 
smaller doses. Although in some cases the 
relief of pruritus was dramatic, they noted in 
general the jaundice seemed to increase con- 
comitantly with an increasing serum bilirubin. 
They also observed a definite lowering of the 
serum cholesterol level. Although no ade- 
quate explanation was given, it was their 
opinion that the increasing depth of jaundice 
did not indicate progression of the liver dis- 
ease. In three cases there developed mascu- 
linizing features, namely hirsutism, at two, 
three, and nine months, respectively. As far 
as we can determine, there have been no fur- 
ther reports of the use of methyltestosterone 
in the treatment of pruritus of liver diseases. 

In the six cases observed by us the results 
of therapy have closely paralleled those of 
Lloyd-Thomas and Sherlock. The pertinent 
observations are as follows: 

1, Immediate cessation of itching 

2. Increased feeling of well-being and appetite 

3. Development of jaundice in three cases subse- 


quent to the initiation of methyltestostevone 
therapy 
. Inability to control pruritus when methyl- 
testosterone was discontinued and an equal 
quantity of testosterone propionate substituted 
. Virilizing manifestations observed in one case 


The utilization of large doses of testos- 
terone propionate in the treatment of all 
types of acute and chronic liver disease is 
presently being studied. Recently a classic 
paper on this subject was presented by Mor- 
gan and his associates to The National Gas- 
tro-Enterological Association. 

In 1947 methyltestosterone as a cause of 

jaundice was first reported by Werner. Kin- 
sell reported a similar case in 1948, and in 
1950 Columbia University Presbyterian 
Medical Center reported seven cases which 
convincingly demonstrated this toxicity. 
Bonner and Homburger reported two cases 
with no liver disease, in which methyltestos- 
terone was started simultaneously, and after 
an identical dosage of 13.6 gm. had been re- 
ceived jaundice developed in both on the 
same day. In each of these cases, the jaundice 
cleared after cessation of therapy, with no 
apparent residuum. In 1952 John C. Woods 
reported a case due to methyltestosterone, 
which cleared when the drug was stopped 
and did not reappear’ when nonmethylated 
testosterone was given. 

Free testosterone and testosterone pro- 
pionate as a cause of jatindice has apparently 
not been reported. The latter two do not 
have the same creatinosuric effect as does 
methyltestosterone. Also convincing is the 
creatinuria following the administration of 
other methylated steroids as shown by Wil- 
kins and Fleischmann. They conclude that 
methyltestosterone results in an increasing 
synthesis of creatine, whereas testosterone 
propionate does not. Furthermore, 17-methy] 
steroids are not metabolized in the same man- 
ner as free testosterone or propionate, as 
shown by the fact that their administration 
does not result in increased urinary output 
of 17-ketosteroids. Thus, an intermediate 
metabolic product of methyltestosterone 
rather than methyltestosterone per se may be 
responsible for the icterus as well as the 
creatinuria. In respect to toxicity, it is in- 
teresting to note that Feldman, in his paper 
on the treatment of senile pruritus with 
testosterone, reported no side-effects. Per- 
haps here again this is because he used the 
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free or propionate form rather than the 
methylated testosterone. 

Whether or not the use of methyltestos- 
terone in three of our cases which subse- 
quently developed jaundice is responsible for 
that jaundice or whether it is the natural 
course of the disease is yet unknown. It 
seems unlikely that their total dosage has 
been sufficient to produce the jaundice, if 
Bonner’s cases are representative. It may 
be, on the other hand, that an already dam- 
aged liver requires but small amounts of 
methylated testosterone to produce the jaun- 
dice. 

SUMMARY AND CONCLUSIONS 


Liver disease sans jaundice as a cause of 
generalized pruritus is commoner than one 
would gather from reports in the literature. 


Xanthomatous biliary cirrhosis is the com- 
monest cause of pruritus of liver origin. Six 
cases are herein reported, with detailed clin- 
ical manifestations in three of them. 

The pruritus is generalized, with predomi- 
nant involvement of the palms, soles, and 
scalp. It consists essentially of excoriations 
with a few scattered papules, and frequently 
it is misdiagnosed as neurodermatitis. It is 
seen almost exclusively in women between 
the ages of 30 and 50, and a peculiar brown- 
ish mottled discoloration of the face is ob- 
served. Jaundice appears after the onset of 
pruritus, and xanthomata occur late in the 
disease. 


The early laboratory findings include an 
elevated serum cholesterol, microcytic hypo- 
chromic anemia, and liver function tests 
showing minimal damage. Later the labora- 
tory findings are those of an obstructive 
jaundice. 


Methyltestosterone therapy gives gratify- 
ing relief from itching, but relapses occur 
within 48 hours on substitution of an equal 
amount of the nonmethylated form. 


The toxicity of methyltestosterone is dis- 
cussed. 


It would seem from our observations that 
many patients with early jaundice are being 
operated on when a diagnosis of nonsurgical 
jaundice should be made. 

It is proposed that many of the cases with 
generalized pruritus, subclinical jaundice, 
and elevated cholesterol represent early xan- 
thomatous biliary cirrhosis. Only three of 
the cases studied by us have presented xan- 
thoma to date. 
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TREATMENT OF ONYCHOMYCOSIS DUE 


BEATRICE M. KESTEN, M.D.; RHODA BENHAM, 
Ph.D., and MARGARITA SILVA, Ph.2., New York 


NNUAL TUT 


N 1953 Rothman ? reported the disappear- 
ance of onychomycosis due to T. rubrum 
in three of nine patients after prolonged 
treatment with lithium bromide, a solution of 
glucose and Asterol (2-dimethylamino-6- 
[8-diethylaminoethoxy ]-benzothiazole) dihy- 
drochloride, and a nail lacquer containing 
lithium bromide and Asterol base.* 

A review of our records of patients with 
T. rubrum infections brought out a striking 
similarity of infection and the singular lack 
of response to a score of fungicides. 

Between October, 1952, and June, i953, 
therefore, 32 patients were instructed in 
the Rothman method of treatment and 21 
patients were continued on a variety of other 
fungicidal agents. 

In the former group, to be discussed in 
_some detail, there were 10 males and 22 
females, ranging in age from 9 to 68 years. 
With the exception of one girl, whose history 
will be given below, all patients were 23 
years or older. Thirty subjects were in good 
general health ; one elderly patient had heart 
disease, -and another epilepsy. The majority 
were housewives, with a scattering of food 
handlers, salesmen, mechanics, policemen, 
and chemists. Half the patients had been 
under treatment at the clinic from 3 to 15 
years. With the exception of one girl in the 
group, the duration of the infections ranged 
from 2 to 19 years, with an average of 6 
years. 


From the Vanderbilt Clinic and College of Phy- 
sicians and Surgeons, Columbia Presbyterian Medi- 
cal Center. 

* Ample supplies of the three Rothman formulae 
were made available through the courtesy of Dr. 
Leo A. Pirk of Hoffmann-La Roche, Inc. 
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TO TRICHOPHYTON RUBRUM 


The infection of the nails varied from a 
mild thickening of the distal edge to complete 
involvement of the nail plate and, at times, 
of the nail bed. The number of nails infected 
was from 2 to 19 per patient, with an average 
of 8 nails involved. Previous to treatment 
T. rubrum had been recovered from one or 
more nails of all 32 patients. 

All patients had a history of associated 
skin lesions, and T. rubrum was obtained 
from the skin of one or more affected areas 
in 28 patients. Most lesions were superficial 
scaly areas or mild erythematous patches with 
or without polycyclic vesicular borders. Two 
patients had cellulitis of the leg and one the 
erythema induratum (Wilson) type of lesion. 
From the latter patient T. rubrum was re- 
covered from a hair protruding from one of 
the nodules on the leg. With the Hotchkiss- 
McManus stain mycelia and spores were 
observed in an excised nodule. 

The patients were instructed to cover the 
infected nails with cotton pads soaked with 
a 65% aqueous solution of lithium bromide 
for at least one-half hour every night. After- 
ward the nails were sprayed with a solution 
containing approximately 16% dextrose and 
4% Asterol dihydrochloride. When dry nails 
were painted with nail lacquer containing 
about 10% lithium bromide and 6% Asterol. 
The following night the lacquer was remove. 
with acetone and the procedure was repeated. 
The nails were rimmed with petrolatum to 
help prevent chemical paronychia. However, 
when this developed only the lithium-bro- 
mide-Asterol nail lacquer preparation was 
applied to the nails for a few days. At inter- 
vals much of the diseased nails was removed 
with clippers and a dental burr. Recently 
the dextrose-Asterol spray has been omitted 
without apparent lack of progress. Accepted 
fungicidal ointments were applied to the skin 
lesions. Affected nails were recultured when 
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improvement was noticed. If there was no 
growth on Sabouraud’s medium, additional 
cultures were made on media containing anti- 





Fig. 1—Onychomycosis (due to T. rubrum) of 
seven months’ duration in 9-year-old girl. A, before 
treatment; T. rubrum cultured. B, after three 
months treatment with three Rothman solutions; 
culture negative. 


biotics and cycloheximide. With two negative 
cultures and the regrowth of a normal nail 
the infection was considered cured. By these 
criteria two patients were cured. Moreover, 
19 were definitely improved. 

The two cures occurred in a girl of 9 and 
a woman of 43 years. The girl, whose mother 
has a persistent T. rubrum infection, had 
the mildest infection of the group. It involved 
the distal half of the right thumb nail (Fig. 
1A) and the right fourth and fifth toes. The 
infection was of seven months’ duration. 
After treatment of three months the nail had 
regrown (Fig. 1B), and the skin was clear. 
Cultures at this time and two months later 
were negative. There has been no recurrence 
during six months’ obdservation—the period 
of follow-up. The second patient with infec- 
tion of the skin and nails of nine years’ dura- 
tion had been under our care intermittently 
since 1946. When the lithium-Asterol treat- 
ment was begun, five finger nails were in- 
fected and there were scattered erythematous 
scaly patches on the extremities. Cultures 
remained negative after treatment for six 
months. The following two months only the 
lithium-bromide-Asterol nail lacquer was 
applied daily. Nine months after initiation 
of treatment the nails appeared normal and 
have remained so during the three months’ 
observation period. 

In each of the 19 improved patients, one 
or more nails have become normal. In five 
of these cases cultures are negative, but the 
nails have not entirely regrown. Although 
this group has been under treatment from 9 
to 18 months, each of these patients is suf- 
ficiently encoutaged to carry on. Figure 2 
(A, B, and C) shows the progress of a patient 
who was classified as improved. 

In the remaining 11 patients, the treat- 
ment was considered a failure for the follow- 
ing reasons: 6 patients discontinued treat- 
ment, 3 because they found the regimen too 
tedious and 3 because it made the digits 
“too sore.” The nails of one patient, a ma- 
chinist, became beak-like and had not grown 
after nine months of treatment. However, 
fungi were not cultured after the fifth month 
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of treatment. Finally, four patients were lost 
from observation. 

Of the 21 controls, only 12 remained under 
observation. Of these, none has been cured 
and two, who had been under treatment for 
more than eight years, are markedly im- 
proved. In one of them the number of infected 
nails has been reduced from 14 to 4 nails, 
and in the other from 13 to 1 nail. This 
response has followed frequent applications 
of ammoniacal silver xitrate. 


Fig. 2—Cuychomycosis (due to T. rubrum) of 
several years’ duration in 46-year-old man. A, be- 
fore treatment; T. rubrum cultured. B, after six 
months’ continuous treatment with three Rothman 
solutions partial regrowth of all nails; translu- 
cency of nails due to lithium bromide; all cultures 
negative at this time (grown on regular media and 
with cycloheximide). C, after nine months of treat- 
ment (last three months with lithium bromide and 
lithium bromide and lithium bromide-Asterol-nail 
lacquer solution, without dextrose-Asterol dihydro- 
chloride solution) ; one nail (third) appears nor- 
mal, others definitely improved; cultures on both 
media negative. 


COMMENTS AND SUMMARY 


As appears from the data presented, 
results with Rothman’s technique in the 
treatment of recalcitrant T. rubrum infections 
of the nails of long standing are encourag- 
ing. Although the method is time consuming 
and tedious, patient cooperation is attained 
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because of the improver:cnt ‘hat becomes 
evident. In the 32 patients studied with this 
technique, treatment was considered a failure 
in 11 cases—10 whv were lost from obser- 





vation or discontinued treatment and 1 whose 
nail did not regrow. This rate of failure of 
approximately 34% compares favorably with 
the rate of failure in the control group of 





| UME 








JMI 





ONYCHOMYCOSIS DUE TO T. RUBRUM 


21 patients treated with a variety of anti- 
fungal agents. Of these 9 were lost from 
observation and 10 remained unimproved— 
a rate of failure of approximately 909%. 

In summary, the application of solutions 
containing lithium bromide and Asterol 
(Rothman technique) in 32 patients with T. 


rubrum infections of the nails resulted in 
cure in 2 patients and definite improvement 
in 19, 

1. Rothman, S.: Systemic Disturbances in Re- 
calcitrant Trichophyton Rubrum (Purpureum) In- 
fections, A. M. A. Arch. Dermat. & Syph. 67:239, 
1953. 
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OOSPORA-LIKE FUNGUS FOUND PATHOGENIC TO MAN 


ROBERT C. LOFGREN, M.D., Salinas, Calif. 
AULA 


HE IDENTIFICATION of the caus- 

ative fungus of tinea pedis is usually 
not difficult. The fungi that are considered 
pathogenic to man and that can cause a skin 
eruption on the feet are believed to be 
mainly Trichophyton mentagrophytes, Tri- 
chophyton rubrum, Epidermophyton  floc- 
cosum, and Microsporum canis.* The 
following case of vesicular eruption oi the feet 
and hands is being reported because the fun- 
gus which has been repeatedly isolated has 
not been fully identified with known patho- 
gens. I believe it is a new species pathogenic 
to man. 

REPORT OF A CASE 

G. N., a 38-year-old Mexican man, had a history 
of recurrent attacks of vesicles of the feet and 
hands for eight years. He first developed vesicles 
of the hands and feet while he was in the Army 
stationed on the island of Kauai in the Hawaiian 
Islands. Blisters continued to recur at intervals on 
these affected parts. He was discharged from the 
Army in July, 1945. 

During 1947 he was hospitalized at a veterans 
hospital for the treatment of this recurrent erup- 
tion. Physical examination at that time was essen- 
tially negative except for scattered small non- 


* References 1 and 2. 


Fig. 1—Potassium hydroxide preparation of a 
vesicle top from the sole, showing branching hyphae. 


Fig. 2.—A six-week-old culture of the Oospora- 
like fungus on Sabouraud medium, showing the 
fluffy and fine lacy growth. 


erythematous vesicles on the soles, sides, and 
dorsum of the feet, on the ankles and on the toes. 
In some regions of the feet there was slight des- 
quamation. The hands also revealed occasional 
small vesicles on the palms, and between and on 
the sides of the fingers. Blood counts and urinalysis 
were normal and routine allergy tests were nega- 
tive. A search for foci of infection was unrevealing. 
Local treatment, including x-ray therapy, gave only 
temporary relief. He was discharged from the 
hospital in December, 1947. 

From 1948 through 1951 he was able to work 
except for occasional short periods of disability 
from his eruption. During this time he was treated 
as an office patient with various medicaments. Local 
treatment consisted of soothing and antiseptic com- 
presses, avoidance of soap, various antiseptic agents 
such as carbol-fuchsin paint (Castellani’s paint), 
antihistaminic ointments, ultraviolet and x-ray ther- 
apy. Systemic treatment included sulfapyridine, 
chloramphenicol (Chloromycetin), large doses of 
vitamin A, and elimination diets. Any improvement 
was temporary. 

Vesicle tops from the soles and from the toes 
when treated with 10% potassium hydroxide re- 
vealed branching hyphae (Fig. 1). Similar material 
from the soles when planted on Sabouraud medium 
resulted in the growth of a grayish-white fluffy 
and lacy colony (Fig. 2). This fungus was isolated 
from the feet, including the toes, on 9 out of 10 
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attempts. Microscopic examination of a part of the 
colony revealed arthrospores, septate hyphae, some 
chlamydospore-like structures, and also forms that 
were suggestive of budding (Figs. 3a and 3b). 

Vesicle tops taken from the hands on various 
occasions failed to reveal any evidence of fungus 
either by direct examination or culture. 

An antigen was made from the fungus culture, 
and the patient was found to give a positive 48-hour 
reaction to an intradermal injection of 0.1 cc. of 
the antigen at a dilution of 1:30. He developed 
neither an immediate nor a delayed reaction to an 
intradermal test with the usual stock trichophytin 
antigen diluted 1: 30. In order to determine whether 
this new fungus antigen was a primary irritant or 
not, 20 unselected persons were skin-tested to both 
this antigen and also to the stock trichophytin. 
Both antigens were diluted 1:30, and 0.1 cc. of 
each was injected intradermally into the forearm 
of the subjects tested: The tests were read after 
48 hours, and it was found that 7 of the 20 reacted 
positively to the stock trichophytin, whereas only 
2 of the 20 gave a positive 48-hour reaction to the 
new fungus antigen. It was concluded from this 
brief experiment that the new fungus antigen was 
not a primary irritant. 

Since the patient had failed to show any marked 
improvement following the use of various thera- 
peutic measures, he was given a series of intradermal 
injections of this diluted new fungus antigen. The 
dose was increased as the patient’s tolerance in- 
creased. During this treatment he showed more 
improvement than from any other previous method. 
However, when he was last seen he was still having 
occasional attacks of vesicles on the hands and feet. 

In an attempt to identify this fungus, vesicle tops 
from this patient’s feet were sent to Dr. Libero 
Ajello, of the U. S. Public Health Service Com- 
municable Disease Center Mycology Laboratory at 
Chamblee, Ga., and to Dr. Rhoda W. Benham, at 
Columbia University Medical School. Both Dr. 


Fig. 34.—Microscopic examination of a part of 
the culture, showing arthrospores, separate hyphae, 
and budding forms. 
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Fig. 3B.—Microscopic examination of a part of 
the culture, showing arthrospores, chlamydospore- 
like structures, and some budding forms. 


Ajello and Dr. Benham were kind enough to permit 
me to report their findings. 

Dr. Ajello reported on July 20, 1951, as follows: 
“From the vesicle tops we too isolated an Oospora- 
like fungus. We say ‘like’ as it is not identical with 
the Oospora that is frequently encountered in the 
course of our diagnostic work. Your case is a 
most interesting one in view of your careful studies. 
The fact that the same fungus has been isolated 
repeatedly from your patient, coupled with his reac- 
tion to an antigen made from one of the cultures, 
should add weight to your suspicions that this fungus 
may be pathogenic. In this connection it might be 
added that animal pathogenicity tests run by this 
laboratory have proven negative in guinea pigs and 
mice.” 

Dr. Benham reported as follows: “In regard to 
the Oospora-like fungus which you sent for identi- 
fication, we have not been able to place it in any 
other genus as the only type of spore seen is the 
arthrospore. The chains of chlamydospore-like 
structures are not particularly characteristic and 
no other type of structure has appeared though a 
variety of media were tried. Dr. Olive, the my- 
cologist in the Department of Botany at Columbia, 
agrees with me that an exact identification of your 
fungus is not possible due to the lack of charac- 
teristic spores.” 

COMMENT 


This man appeared to have a fungus in- 
fection of the feet with a probable “id” reac- 
tion on the hands. Although the fungus that 
was isolated was at first thought to be a con- 
taminant, when it and it alone was repeated- 
ly found on culture and when fungus hyphae 
were found upon direct examination of vesi- 
cle tops taken from the feet, it was concluded 
that this fungus was probably the causative 
one. This conclusion was further strength- 
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ened by the fact that this fungus was never 
found on any other fungus culture grown in 
this laboratory. The patient’s positive skin 
reaction to a test with the diluted antigen 
made from a culture of the new fungus and 
the negative skin reaction to the usual stock 
trichophytin also implicate the fungus as the 
pathogen. In addition, the apparent im- 
provement in the eruption following a sched- 
ule of desensitization injections to the new 
fungus antigen is of interest. 

The patient first noticed his eruption while 
he was in the Army:stationed ir the Hawai- 
ian Islands on the island of Kauai. It is pos- 
sible that this fungus is not an uncommon 
cause of fungus infection of the skin in native 
inhabitants of this island. Information along 
this line would be of great interest. 

It should be noted that at no time did this 
patient have many or very large vesicles on 
the hands and feet. The vesicles were usually 
without any erythema. Since he worked 
with his hands, his occasional disability was 
due to fissuring that followed the rupture of 
the blisters. 


The fungus grew out on standard Sabou- 
raud medium easily and rather rapidly. The 
colony appeared grayish-white and tended to 


be fluffy and sometimes lacy. Occasionally 
a small boss would appear in the center of 
the colony. Microscopic examination of a 
part of the colony revealed arthrospores, 
septate hyphae, some chlamydospore-like 
structures, and also forms that were sug- 
gestive of budding. After careful study of 
this fungus in two leading mycology labora- 
tories, the fungus could be identified no fur- 
ther than to report it as Oospora-like. 


SUMMARY 


A case of fungus infection of the feet with 
an associated “id” of the hands is reported. 


The fungus isolated in this case was iden- 
tified as Oospora-like and is apparently a 
hitherto undescribed pathogen of man. 


439 Soledad. 
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MYCOSIS FUNGOIDES, TUMOR STAGE, COEXISTENT WITH 


DISSEMINATED COCCIDIOIDOMYCOSIS 


JOHN GARB, M.D., New York, and OTIS B. MILLER, 
M.D., Tucson, Ariz. 


ANUS 


HE ASSOCIATION of lymphoblas- 

tomatous diseases with several varieties 
of superficial and deep mycoses has already 
been reported.* 

A review of the literature failed to reveal 
the coexistence of a clear-cut case of my- 
cosis fungoides with coccidioidomycosis. 
However, the case published by Wernicke ° 
in 1892 and that of Zeisler * reported in 1932 
were presumed to present such a combina- 
tion. It is our opinion that the illustrations 
and the histologic descriptions of these cases 
were compatible with cutaneous coccidioido- 
mycosis clinically resembling mycosis fun- 
goides rather than true mycosis fungoides. 


REPORT OF A CASE 


R. L., a patient of one of us (O. B. M.), aged 
46, a mechanical engineer from Tucson, Ariz., was 
admitted on May 15, 1952, to University Hospital 
for special studies and antimony treatments. He 
was born in Ohio but moved to Arizona in 1947. 
His general health was good except for bronchitis 
since childhood. He also gave a history of bronchi- 
ectasis and frequent weak spells. An operation for 
an inguinal hernia was performed in 1946. He stated 
that he had a skin eruption since 1923 which was 
erythematous and scaly. It consisted of various- 
sized patches, which were occasionally itchy. Some 
regressed but new patches appeared. The clinical 
diagnosis was parapsoriasis. These lesions were not 
treated until 1946, when a series of roentgen-ray 
exposures was given to both legs without benefit. 
Two courses of 10 injections each of bismuth sub- 
salicylate in oil were subsequently administered 
without improvement. Between 1946 and 1951 there 
were remissions and recurrences, which were treated 
by topical remedies. 


From the Department of Dermatology and Syph- 
ilology of the New York University Post-Graduate 
Medical School (Dr. Marion B. Sulzberger, Chair- 
man), and the Skin and Cancer Unit of New York 
University Hospital. 

* References 1 to 4. 


Five ulcerative tumors appeared in June, 1951, on 
the right leg. A biopsy confirmed the clinical diag- 
nosis of mycosis fungoides. These tumors responded 
well to roentgen-ray exposures, the lesions “melt- 
ing away.’ Six months later several new large 
noduloulcerative growths developed with pronounced 
lymphadenopathy of the inguinal and femoral areas. 
Shortly thereafter extensive swelling and tenderness 
of the entire leg developed. The new lesions did not 
respond to roentgen-ray treatments. The patient 
stated that most of the nodular growths had ap- 
peared during the three weeks prior to his admit- 
tance to University Hospital, concomitant with a 
“circulatory collapse.” However, three electrocardi- 
ograms gave normal tracings. 

General Physical Examination.—The patient was 
an intelligent man of quiet demeanor revealing an 
inner restlessness and showing signs of apprehension. 
He appeared weakened and overwhelmed by the 
disease and lacking considerably in energy and 
strength. He measured 5 ft. 8 in. (170 cm.) in 
height and 140 Ib. (63.6 kg.) in weight. The tem- 
perature on admission was 98 F., pulse 100, and 
respiration rate 22. The blood pressure was 120/30 
mm. Hg. in the recumbent position. The pupils 
were round and equal, and reacted normally to light 
and in accommodation. The thyroid gland was not 
enlarged. The lungs were clear to percussion and 
auscultation. The liver was not palpably increased 
in size. The abdomen was soft and not tender and 
did not reveal abnormal masses. The patellar re- 
flexes were somewhat exaggerated. 

Dermatologic Examination.—Most of the tumors 
were concentrated on the lower extremities, par- 
ticularly on the inner surface of the right thigh. 
They were only slightly pruritic. One tumor (Fig. 
1) occupied the greater part of the anterointernal 
area of the thigh. It was somewhat elongated, 
rounded, and sharply demarcated, rising abruptly 
from an apparently normal appearing integument. 
It measured 5 by 4 in. (12.5 by 10 cm.) and about 
1 in. (2.5 cm.) in depth in its thickest part. 

The tumor was purplish-black and spongy. Its 
irregular surface presented ridges and crevices, with 
a greenish discharge emitting a sickening odor, 
partly disguised by locally applied deodorants. It 
was a huge, disintegrating mass, which gave the 
appearance of having been freed from a shell. 


At the lower end of the periphery of the tumor, 
separated from it by a cleft, was a cherry-sized 
growth and below it in a vertical line were four 
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more similar growths in gradually diminishing sizes 
from cherry to pea, giving the impression of a tail- 
like ending to the tumor. 

Several isolated pea-sized to somewhat larger 
nodular growths were located on the back. Ery- 
thematous scaly patches were present on the face, 
trunk, and extremities. The scalp, ears, and buccal 
mucosa were free of lesions. The clinical diagnosis 
was mycosis fungoides. 

Laboratory Data at University Hospital—Hemo- 
grams taken on May 17, May 29, and June 3, 1952, 
gave normal results except for a moderate leuco- 
cytosis which varied from 13,660 to 14,650 per cubic 
millimeter and for some increase in the eosinophiles, 
which ranged from 5 to 8%. The Mazzini test was 
negative. Routine chemical examinations of the 
blood, liver function tests, bleeding and coagulation 
time, electrocardiogram, and several urine examina- 
tions gave normal findings. 


Roentgenogram of the chest on May 17 showed 
old interstitial fibrotic changes in the mid lung fields 
on the right side. The left apex was somewhat 
emphysematous in appearance. Roentgenogram on 
June 3 of the large tumor on the right thigh showed 
multiple large, soft tissue nodules through the thigh. 
The bone structures were normal. 

Examination of the slide from the Department of 
Dermatology of Cleveland Clinic was interpreted 
by Dr. Maurice N. Richter as “compatible with 
mycosis fungoides in the tumor stage. The diagnosis 
is made with reservation. It may be a form of malig- 
nant lymphoma anyway.” This slide was unfor- 
tunately lost. Another slide of the same block of 
tissue was described by Dr. Charles F. Sims as fol- 


Fig. 1—Large tumor on the anterolateral sur- 
face of the right thigh and adjacent smaller tumors. 
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Fig. 2.—Histologic structure of the skin section. 
Note the very pronounced cellular infiltration, pleo- 
morphic in character. The epidermis is missing. 
(hematoxylin-eosin; < 320). 


lows: “No epidermis is seen. The corium presents a 
very pronounced differential cellular infiltration 
pleomorphic in character, consisting predominantly 
of reticuloendothelial cells, plasma cells, small round 
cells, occasional polymorphonuclear leucocytes, oc- 
casional eosinophiles, and wandering connective 
tissue cells. Scattered mitoses are present. The con- 
nective tissue framework has been destroyed for the 
most part, with scattered strands of collagen and 
numerous dilated vessels throughout the section. 
These findings are those of lymphoblastoma, prob- 
ably a late stage of mycosis fungoides (Fig. 2). An 
unsuccessful search was made for organisms of 
Coccidioides immitis.” 

Treatment at University Hospital—Between May 
21 and 31 the patient received seven intravenous in- 
jections of 1% antimony potassium tartrate (tartar 
emetic) solution given every other day. The first 
two injections were 2.5 cc. and 3.4 cc., respectively, 
and the following injections were 5 cc. each. They 
were diluted with equal parts of distilled water to 
lessen the possibility of localized phlebitis. The pa- 
tient complained of sweating at night and weakness. 
On May 31, after the seventh injection, he felt par- 
ticularly weak and nauseated and perspired pro- 
fusely. His appetite was poor. He felt unusually 
depressed. He was in better spirits the following 
day. Stibophen (Fuadin), 5 cc. was given intramus- 
cularly. 

The patient left University Hospital on June 2, 
and was admitted to St. Mary’s Hospital in Tucson 
on June 6, 1952, for further treatment. He then pre- 
sented six rounded ulcerative tumor masses on the 
right leg. Some of the tumors were discrete, others 
confluent. A foul discharge was oozing from the 
ulcerated necrotic areas. There were bizarre cres- 
cent-shaped, flat, erythematous, scaling lesions on 
the trunk and extremities. 

Significant Laboratory Data at St. Mary’s Hos- 
pital (During Terminal Hospitalization).—The 
leucocyte count rose from 12,300 to 48,000. The 
hemoglobin showed a terminal depression only. The 
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nonprotein nitrogen rose to 78 mg. (normal 25 to 
35 mg.) per 100 cc. of whole blood. There was an 
occasional lowering of plasma chlorides which re- 
sponded to intravenous saline solution. Electro- 
cardiographic tracings did not indicate any specific 
pathology. 

Roentgenograms of the chest revealed an infiltra- 
tion of the lung fields, which was thought to be a 
pneumonitis secondary to the old bronchiectasis. 

Treatment and Course at St. Mary's Hospital — 
The treatment consisted of additional filtered x-rays, 
intramuscular injections of stibophen, nitrogen mus- 
tard, corticotropin (ACTH), cortisone, penicillin, 
and dihydrostreptomycin, with the usual supportive 
therapy of intravenous fluids, vitamins, etc. The pa- 
tient experienced severe night sweats, malaise, pain 
in the chest, nausea and vomiting, associated with 
fever and anuria. The right leg was edematous and 
very painful. Numerous new skin tumors developed, 
many of which were the size of golf balls. During 
the last few weeks of hospitalization he ran a steady 
downgrade course and died on Sept. 13, 1952. 

Summary of Postmortem Findings (Dr. Ralph 
H. Fuller, Pathologist, St. Mary’s Hospital) — 
Principal Gross Pathology: 


1. Enlarged mediastinal and periaortic lymph 
nodes. 


Fig. 3.—Low power, showing spherical cells, with 
dense contour, in various stages of development. 
The cell in the center is in the process of endospore 
formation (hematoxylin-eosin; x 480). 


COCCIDIOIDOMYCOSIS 


Fig. 4—Spherule from lung tissue in advanced 
stage of disintegration, with endospores inside; 
cell wall of spherule still partially visible (hema- 
toxylin-eosin; < 992). 


2. “Caseous pneumonia” type of picture in the 
lungs, with consolidation, suppurative nodules, and 
cavities filled with opaque, yellow-tinted fluid. 

3. Skin lesions: (a) noduloulcerative tumor 
masses; (b) bizarre-shaped, erythematous, scaling 
lesions. 

Microscopic Observations : 

1. The suppurative lesions of the lungs contained 
the “parent cells’ and smaller bodies (isolated 
spores) of coccidioidomycosis. The “parent cells” 
were especially numerous in regions of “tubercular” 
reaction, “caseation,” cavitation, and pneumonic 
consolidation (Figs. 3 and 4). 

2. Certain lymph nodes, the site of nonspecific 
inflammatory reaction, contained scattered isolated 
“parent cells” of coccidioidomycosis. 

3. There was a severe hepatosis with fatty infil- 
tration of the liver. 

4. The renal picture was that of simple toxic 
nephrosis. 

5. Nodules made up of tissue of the type char- 
acteristic of mycosis fungoides were not encountered 
in any of the viscera. Tere was a pleomorphic in- 
crease in cellularity of the swollen periaortic lymph 
nodes of the lumbar region. However, the added 
elements appeared to be leucocytes and proliferating 
native cells. Atypical large cells, mycosis cells, of 
the type encountered in the cutaneous nodules, were 
not seen. 

GENERAL COMMENT 


Cases of association of superficial mycoses 
with members of the lympoblastoma group 
have been recorded. One of us (J. G.) * re- 
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ported a case of mycotic eczema due to Epi- 
dermophyton inguinale in a 24-year-old Brit- 
ish West Indian woman with subacute lym- 
phatic leukemia cutis. Lewis and his asso- 
ciates reported widespread involvement of 
the skin with Trichophyton rubrum in one 
case each of lymphatic leukemia, lymphosar- 
coma, and monocytic leukemia. The coexist- 
ence of lymphoblastoma with systemic my- 
coses has been reported by Cawley and Cur- 
tis.* These authors studied 4 out of 88 cases 
of histoplasmosis associated with lympho- 
blastoma. Mallory * observed the coexistence 
of torulosis in four cases of Hodgkin’s dis- 
ease. 

The two cases in which a combination of 
Coccidioides immitis with mycosis fungoides 
was presumed to exist have already been 
mentioned.| The patient of Wernicke was 
a native Argentinian soldier on whom the 
diagnosis of mycosis fungoides was made by 
recognized specialists. He presented lesions 
of four years’ duration. They consisted of 
nodular, confluent proliferations up to the 
size of a pea on the nose, right cheek, trunk, 
and left thigh. The left inguinal nodes were 
enlarged. Histologic observations revealed 
round cell nodules with occasional necrotic 
centers which contained giant cells. A. 
Posada, a pupil of Wernicke, found in the 
giant cells round bodies which he classified 
as sporozoa, to which Wernicke agreed. Wer- 
nicke later considered these bodies as coccidia 
and as a new parasite, but they are now 
known to be fungous organisms. He was of 
the opinion that there was a direct relation- 
ship between the coccidia and the disease of 
mycosis fungoides. 

The patient of Zeisler was an aviator, aged 
36, with multiple, nodular, crusted, granu- 
lomatous jesions on the face, arms, chest, 
and back. The diagnosis on admission was 
mycosis fungoides because of the fungating 
lesions on the eyebrows and face. The diag- 
nosis of chronic coccidioidal dermatitis was 
established by the demonstration of C. im- 
mitis in the tissues, cultures, and smears, 
and by inoculation in a guinea pig. As al- 


+ References 5 and 6. 
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ready mentioned in the introduction, the 
illustrations and the histologic characteristics 
of the cases of Wernicke ® and Zeisler * ap- 
pear to us to be those of coccidioidomycosis 
clinically resembling mycosis fungoides but 
not true mycosis fungoides. 

Regarding the case we are reporting, it is 
noteworthy that the patient was in Tucson, 
Ariz., five years prior to the discovery of 
coccidioidomycosis. Although the greatest 
endemic focus of coccidiodal granuloma, also 
known as valley fever, desert rheumatism, 
San Joaquin fever: and Posada-Wernicke 
disease, is in the San Joaquin Valley in Cali- 
fornia, there have been many cases reported ~ 
from Texas, Arizona, New Mexico, and 
other areas.t Since our patient moved from 
Ohio to Arizona in 1947, it is justifiable to 
assume that he became infected with C. im- 
mitis some time during or after 1947. He 
stated that he had a cutaneous disturbance 
for about 30 years, which later was diagnosed 
as parapsoriasis (en plaques). It is believed 
by one of us (J. G.) that certainly some cases 
of parapsoriasis en plaques are mycosis fun- 
goides from the very beginning, as there are 
too many patients with this fairly rare disease 
who develop lesions of mycosis fungoides, 
a similarly uncommon dermatosis, many 
years later to regard it as a coincidence or as 
a mutation from one disease to another. The 
parapsoriatic patches (premycotic mycosis 
fungoides) then most likely antedated for 
many years the lesions of coccidioidomycosis. 
The latter may have stimulated the patches 
of parapsoriasis to tumor formation of my- 
cosis fungoides manifested in June, 1951. 
Similarly mycosis fungoides, a disease of the 
reticuloendothelial system, may have later in 
turn stimulated the localized lesions of coc- 
cidioidomycosis to rapid dissemination and 
fatal termination, aided perhaps by the ad- 
verse effects of corticotropin, cortisone, and 
other attempis at treatment. 

At University Hospital the lesions were 
diagnosed as typical of the tumor stage of 
mycosis fungoides, confirmed histologically. 
The patient never complained of severe itch- 
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ing. Particularly impressive was his extreme 
weakness, sweating, nausea, and poor appe- 
tite, which are part of the symptoms refer- 
able in this case mostly to systemic coccidi- 
oidomycosis.’ It was not suspected as a coex- 
istent disease because of our lack of experi- 
ence with that rare fungous infection and 
because no organisms were found in the his- 
tological sections. In the future, however, 
every case of the lymphoblastoma group, par- 
ticularly a patient who complains of extreme 
weakness, profuse sweating, nausea, and lack 
of appetite, should be investigated for the 
possibility of the coexistence of a systemic 
fungous infection, e. g. histoplasmosis, toru- 
losis, and coccidioidomycosis. These may be 
discovered by proper laboratory work, such 
as examination of the sputum, histologic and 
mycologic examinations, roentgenograms of 
the chest, guinea pig innoculations, and skin 
tests with coccidioidin. However, a negative 
test, indicative of a poor prognosis, may be 
present in certain cases of coccidioidomycosis 
with pulmonary cavitation and in the stage of 
dissemination.* On the other hand, a positive 
skin test may merely signify that a patient 
has had the disease but not prove its existence 
in an active stage. For example, 75 to 97% 
of the Indian children living on reservations 
in Arizona react positively to coccidioidin 
because of almost universal infection of the 
population in that area.§ 

Interpretation of Laboratory Data.—The 
temperature on admission to University Hos- 
pital was 98 F. The various laboratory exam- 
inations were within normal limits except for 
a moderate leucocytocis and some rise in the 
number of eosinophiles. The erythrocyte 
count of 5,900,000 per cubic millimeter on 
May 29 was most likely due to hemoconcen- 
tration. The rise in the icteric index to 15.0 
units on June 6 indicated some liver damage 
and preclinical jaundice as a result probably 
of the seven antimony potassium tartrate in- 
jections. It is worth noting that the sedimen- 
tation rate on admission was normal; this 
may signify that the coccidioidomycotic in- 
fection was quiescent. This assumption. ap- 


§ Conant and others,’ p. 51. 
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pears to have been confirmed by the roent- 
genogram of the chest, which revealed “old 
interstitial fibrotic changes on the right side 
in the mid lung field,” and not acute pneu- 
monitis. 

COMMENT ON TREATMENT 


Effect of Antimonials and Nitrogen Mus- 
tard.—The tartar emetic and stibophen injec- 
tions had no effect on the lesions of mycosis 
fungoides. A course of nitrogen mustard 
given at St. Mary’s Hospital did net alter 
the blood picture considerably other than to 
produce a mild depression of the white blood 
count. It caused the patient, however, con- 
siderable discomfort, manifested by nausea, 
vomiting, fever, and weakness. It had no ef- 
fect on the tumors. New growths appeared 
during the treatment. 

Effect of Corticotropin and Cortisone on 
Coccidioidomycosis.—It is well known that 
cortisone and corticotropic hormones may 
obscure the signs and symptoms of acute or 
chronic infections and may even tend to acti- 
vate latent infections. Newcomer and co- 
workers ® state that the majority of investi- 
gators feel that cortisone and corticotropin 
affect adversely the response of the host to 
the parasite. In their studies cortisone ap- 
peared to bring about earlier maturation and 
multiplication of the fungus in mice infected 
with C. immitis and to produce an increase 
in the number of inflammatory cells, result- 
ing in larger granulomas with a larger and 
more edematous, central necrotic component. 
Cavallero and Sala*® in their research on 
the effect of subcutaneous injections of 
cortisone on experimental coccidioidomycosis 
in rats found that the cortisone-treated ani- 
mals revealed a diffuse infection of the 
spleen and lungs while the control animals 
developed only localized tubercle-like granu- 
lomas. According to Heller,* cortisone 
and whole body radiation depress the reticu- 
loendothelial system. 


It is a question whether penicillin and 
dihydrostreptomycin, the antibiotics used, 
have also played some role in the spreading 
of coccidioidomycosis in our case. Kligman,*? 
in a thorough discussion of the subject, states 
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that there is “no convincing evidence that 
antibiotics directly stimulate the growth of 
fungi.” His studies failed to reveal an ad- 
verse influence of the commonly used anti- 
biotics on the course of experimental histo- 
plasmosis, sporotrichosis, blastomycosis, and 
coccidioidomycosis in mice. 

From the above it would seem reasonable 
to assume that coccidioidomycosis was a 
great contributing factor in hastening the 
patient’s death through the possible harmful 
role of some of the attempted therapeutic 
measures, and especially of cortisone and 
corticotropin given for the treatment of my- 
cosis fungoides. These hormones probably 
caused multiplication and dissemination of 
the fungus of C. immitis in the lungs, liver, 
lymph nodes, and other organs similar to the 
effect of these hormones on mice infected 
with C. immitis.|| Cortisone and corticotropin 
may have still further lowered his resistance 
by depressing the reticuloendothelial system, 
the defense mechanism of the body." More- 
over, it is known that progressive coccidi- 
oidomycosis alone with dissemination of in- 


fection through the body is an almost hope- 
less and usually fatal disease.f] 


SUMMARY 


This case is reported because of the coex- 
istence of the tumor stage of mycosis fun- 
goides with disseminated coccidioidomycosis 
found on autopsy. Only two cases were found 
in the literature, that of Wernicke and Zeis- 
ler, reported in 1892 and in 1932, respec- 
tively, which were presumed to present such 
a combination. However, from the illustra- 
tions and histologic descriptions it appears to 
us that these cases are compatible with coc- 
cidioidomycosis resembling mycosis fun- 
goides, but are not true cases of mycosis 
fungoides. 

Unusual weakness, loss of appetite, and 
nausea were probably referable to coccidi- 
oidomycosis, which had not been recog- 
nized during the patient’s life. In the future, 


|| References 9 and 10. 
{ Conant and others,’ p. 70. 
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however, the above symptoms in a patient 
with mycosis fungoides or in other members 
of the lymphoblastoma group should call 
attention to the possibility of the coexistence 
of coccidioidomycosis and other mycoses, and 
the proper laboratory tests referable to these 
diseases should be performed. 


The laboratory data during his stay in Uni- 
versity Hospital, particularly the normal 
sedimentation rate, indicate that coccidioido- 
mycosis was probably either absent or local- 
ized and quiescent. However, when the pa- 
tient later returned to Arizona he took, with- 
in a few weeks, a progressive turn for the 
worse as evidenced by a high leucocytosis, 
pronounced rise of nonprotein nitrogen in 
the blood, and roentgenographic manifesta- 
tion of infiltration in the lung fields. It is 
believed that both diseases may have had a 
stimulating effect on each other in lowering 
his resistance. It is also believed that corti- 
cotropin and cortisone may have been 
contributing factors in changing a latent and 
quiescent infection of coccidioidomycosis to 
an acute infection with dissemination and 
multiplication of the fungus of C. immitis in 
the various vital organs. It is a question whe- 
ther the antibiotics had played some role in 
the dissemination of the fungus. Kligman did 
not observe any adverse influence of the com- 
monly used antibiotics on the course of ex- 
perimental cocc‘dioidomycosis and other deep 
fungous infections in mice. 


Wernicke was of the belief that there was 
a direct relaticnship between coccidioidomy- 
cosis and mycosis fungoides. It is our opinion 
that the coexistence of mycosis fungoides 
and coccidioidomycosis in our case and the 
coexistence of other members of the lympho- 
blastomatous group with superficial and deep 
mycoses reported in the literature may be 
explained on the basis that a lymphoblastom- 
atous disease would, because of the lowered 
resistance, render the patient more susrepti- 
ble to acquiring a fungal infection. 


219 E. 19th St. 
2530 E. Broadway. 
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Dr. E. W. Netherton, of the Cleveland Clinic, 
furnished slides, and Dr. Emanuel Muskatblit and 
Mrs. Claire Taschdjian, of the Skin and Cancer 
Unit, University Hospital, New York University- 
Bellevue Medical Center, helped to interpret the 
histologic studies of C. immitis. 
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KERATOACANTHOMA (MOLLUSCUM SEBACEUM) 


GEORGE W. BINKLEY, M.D., with the Collaboration 
of HERBERT H. JOHNSON Jr., M.D., Cleveland 


HULME ALLL 


REVIEW OF THE LITERATURE 


RIOR to 1917, keratoacanthomata were 

regarded as cancer of the skin. Lassar * 
reported three cases of epithelioma in elderly 
patients that were cured by oral potassium 
arsenite solution. One of these also received 
subcutaneous injections of the arsenical solu- 
tion. The clinical descriptions of these 
patients fit keratoacanthoma. 

Gougert * began reporting this disease as 
verrucome in 1917. Subsequently case re- 
ports ¢ were numerous in 1929. The clini- 
cians, unable to dismiss extragenital primary 
syphilis from their minds even after nega- 
tive dark-field and serologic examinations, 
“cured” several verrucomes with intravenous 
neoarsphenamine. Additional reports { from 
the continent appeared with the title of 
verrucome or vegetating sebaceous cyst. 

MacCormac and Scarff* reported 10 
keratoacanthomata in 1936 as molluscum 
sebaceum. The salient feature of the tumor 
was a rapid proliferation over a four to six 
weeks’ period. In no case was there more 
than one lesion. The sites of predilection 
were the middle area of the face, tip of the 


Read before the 74th Annual Meeting of the 
American Dermatological Association, Inc., White 
Sulphur Springs, W. Va., April 14, 1954. 

From the Division of Dermatology and Syphi- 
lology, Department of Medicine, Western Reserve 
University, School of Medicine. 

Dr. Godfrey Bamber, Assistant Editor of the 
British Journal of Dermatology, supplied some 
bibliographic sections. 

Opportunity to learn of and study the pathologic 
sections of 15 industrial cases was provided by 
Drs. S. J. Restifo and Edward Goodsitt of Huron 
Road Hospital. 

* Cited by Gougerot, H.; Blum, P., and Cousin.? 

+ References 3 and 4. 

+ References 5 to 7. 
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nose, and scalp. In all cases, the patients 
were in the upper age group. It affected 
both sexes approximately equally. 
Additional reports have been made by 
MacCormac,® Rook and Whimster,’° Musso 
and Gordon,§ and Whittle and Lyell.** Rook 
and Whimster employed the now generally 
accepted designation of keratoacanthoma. 
Beare ‘* reported his 76 cases as molluscum 
sebaceum. He had collected this number in 
the short period of 38 months ending in 
February, 1952. The sex distribution was 
35 males and 41 females. The ages ranged 
from 23 to 83 with an average age of 55. 
He found that 63 gave a history of eight 
weeks’ duration or less. Two patients gave 
a history of one year’s duration, but this was 
unusual. In 76 patients, 64 tumors were 
located on the face, and 10 on the ears, be- 
hind the ears, or on the neck. The remaining 
two were on the forearm. Of the three cases 
of “molluscum sebaceum” shown at the 10th 
International Congress of Dermatology in 
London on July 23, 1952, at least one, Case 
77, was of industrial origin. Also Case 75 
was, perhaps, an industrial case. These three 
cases went on to spontaneous involution. 


ETIOLOGY 


A virus etiology has been suggested for 
the single keratoacanthomata associated with 
aging. The location on exposed cutaneous 
areas and the rapidity of growth raised the 
question of an infectious agent. Beare, em- 
ploying a “crude filtrate failed to demonstrate 
a virus. Intradermal injections were done on 
four separate occasions using two different 
filtrates from typical tumors. The experi- 
ment also failed on a patient who already 
had typical molluscum sebaceum.” 


The frequency of keratoacanthomata and 
of squamous cell epithelioma in workers ex- 
posed to lubricating oil and tar is high. The 


§ References 11 and 12. 





KERATOACANTHOMA 


lesions appear on skin constantly exposed to 
the industrial irritant. Some of the workers 
in oil || have had as many as two or three 
keratoacanthomata. These were distinct 
lesions occurring at different times and on 
different cutaneous areas. That not all of 
the cutaneous tumors occurring in oil workers 
are true cancers has been well established. 
Hueper ** states that “some papules grow 
into warty structures of hard consistency 
and great permanency unless a central ne- 
crosis develops which causes a regression of 
the wart and the formation of a white scar 
at its former site.” 


RELATED CONDITIONS 


Fouracres and Whittick’*® suggest that 
keratoacanthoma may be related to the mul- 


The tumor-like keratoses of Poth,”* Flie- 
gelman and Loveman,”? and New ** are found 
on exposed skin.f[ As in keratoacanthoma, 
they are in the older age group. The lesions 
are many, and appear soon after heavy ex- 
posures to sun. Generally they are not um- 
bilicated. New’s and Poth’s cases presented 
flat keratotic lesions. The gross histolegic 
findings in tumor-like keratosis are not 
volcano-like as in molluscum sebaceum. 

A cutaneous horn may occasionally simu- 
late a keratoacanthoma. However, the hard 
keratin mass is more exuberant and is 
superimposed on a flat, intact rete in glacier- 
like accretion. This is not seen in keratoacan- 
thoma. In the latter, the keratin is located 
deeper in the lesion, under an overhanging 
rete, and is penetrated by the rete. 


TABLE 1.—Cases of Keratoacanthoma Associated with Aging 








Lesions 
No. of 


Single 


Source 
Binkley & Johnson. 


Rauschkolb 


Cleveland Clinic 
Cole & Driver. 


Binkley & Johnson 
Binkley & Johnson 


Single 


Single 
Single 


Single 


Single 


Location Therapy 


Scalp Excision and cautery 


Right arm, 7 cm. 
above elbow 


Excision and cautery 


Dorsum left wrist Excision 


Lower lip off 
vermilion border 


Excision and cautery 


Right forehead Excision and cautery 


Nose Excision and cautery 





tiple primary self-healing squamous cell 
epithelioma of Ferguson Smith.’ The clini- 
cal features of a sometimes earlier onset in 
life, multiple lesions, continuous appearance 
of lesions over many years, the fewness of 
these cases, and the familial and hereditary 
incidence are foreign to keratoacanthoma. 
Gryzbowski,’® and Witten and Zak *® found 
changes in the oral mucosa in their patients 
with self-healing squamous cell epithelioma. 
However, the clinical appearance of the 
lesions, the spontaneous healing with scar- 
ring and pathologic changes are quite con- 
sistent with keratoacanthoma. The patient of 
Sommerville and Milne *° is a case in point. 


|| Goodsitt, E., and Restifo, S. J.: Unpublished 
data. 


REPORT OF CASES 


For lack of a definite name, general 
pathologists in the past have classified these 
tumors under well-differentiated squamous 
cell epithelioma. For this reason I have few 
cases to report in detail. Numerous previous 
lesions are now being resurrected from the 
files # of the Institute of Pathology. 


The cases we have to present are divided 
into groups. The first are keratoacanthoma 
found in an older age group in which no 
etiologic agent has been found (Table 1) 


| Opportunity to study the pathologic changes 
in Fliegelman and Loveman’s case was provided by 
Dr. Maurice Fliegelman. 


# Personal communication from Dr. Colin Wood. 
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Fig. 1 (Case 1).—Showing the almost equal 
mass of keratin and acanthosis and the buttress or 
collar on the left. 


and an industrial group all of whom were 
exposed to machine oil. 


KERATOACANTHOMATA RELATED TO AGING 


Case 1—A white man, aged 72, had a moderate 
number of common senile keratoses on the face. On 
the right scalp was an ovoid nodule, 1 cm. in diam- 
eter. It was sharply defined and elevated 4 mm. 
The periphery was smooth, sloping gradually to 
the normal scalp. The center of the growth was 
slightly depressed, so there was the appearance of a 
giant molluscum contagiosum. The lesion was firm 
but not hard. It was of six weeks’ duration. It was 
excised in toto so that a complete histologic exam- 
ination could be done. 


Histologic study (Fig. 1) showed the central 
portion of the section to be filled with lamellated 
keratin. This corresponded to the central umbili- 
cated portion seen clinically. The edges of the sec- 


Fig. 2 (Case 1).—High-power view of the above 
buttress; orderly hyperplasia of the rete. There is 
no invasion, no mitoses or bizarre nuclei. The 
keratin is in large masses. 


Fig. 3 (Case 2).—Showing the typical volcano- 
like structure. The base is like a cup. 


tion were composed of long, curved, penetrating 
rete pegs which tapered to narrow tips. In the tips 
of some of the rete pegs were sebaceous cells. Their 
nuclei were small, round, and compact. There was 
a small amount of lymphocytic infiltrate, and there 
were many plasma cells in the corium around the 
rete pegs. Their were no foreign body giant cells 
(Fig. 2). 

CAsE 2.*—The patient was seen on Sept. 21, 1953. 
He was a white man, aged 68, complaining of a 
growth of 16° weeks’ duration. It was located on the 
extensor of the right arm 7 cm. above the elbow. 
He stated it had enlarged rapidly. Examination 
showed a round, button-like nodule with a central 
dell; the diameter was 12 mm. There was no re- 
gional adenopathy. 


* Opportunity to study and publish this case was 
provided by Dr. John E. Rauschkolb. 


Fig. 4 (Case 2).—Showing the central bases of 
the above. Note parakeratosis, orderly acanthosis, 
and absence of mitoses and bizarre nuclei. 
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The lesion was removed with the scalpel and the 
base was cauterized. Follow-up on Oct. 23, 1953, 
showed complete healing. : 

The gross specimen was a circular fragment of 
tissue about 1 cm. in diameter. The central part 
showed a papillary nodular lesion, gray in color, 
about 5 mm. in diameter, Composed of thick, lam- 
inated, keratinized material. The surrounding tis- 
sue was indurated (Figs. 3 and 4). 

The microscopic examination showed the epider- 
mis to be markedly acanthotic. It formed a cavity 
filled with parakeratotic and hyperkeratotic ma- 
terial. The epidermis showed slight dysplasia. The 
basement membrane was intact. In the dermis there 
was a narrow, dense band of infiltrate. This infil- 
trate penetrated the lower parts of the epidermis. 
It was an infiltrate of small and large monocytes 
and a few polymorphonuclear leucocytes. There 
were no giant cells. 

Case 3.j—E. A. S., a white man, aged 58, re- 
ported to the Cleveland Clinic, complaining of a 
growth on his wrist since Aug. 1, 1953 (i. e., of 





Fig. 5 (Case 3).—There is less cupping, but there 
are features of a buttress, and equal masses of 
keratin and acanthoma prevail. Note projection of 
growth. 


six weeks’ duration). Clinical examination showed 
a firm, rounded tumor on the dorsum of the left 
wrist. There was no history of injury, only that 
of spontaneous rapid growth. 

The lesion was completely excised on Sept. 16, 
1953 (Fig. 5.). 

Histologic examination showed on the low-power 
magnification an umbilicated or volcano-shaped no- 
dule approximately 15 mm. in diameter. There was 
much keratin in the upper half of the section. On 
each edge of the section were buttresses which 
curved inwardly. The rete pegs were hypertrophic 
and descended to the level of the sweat glands. There 
was considerable keratin in whorls in the rete pegs. 
There was no increase in mitotic figures nor were 
there bizarre nuclei. There were a number of for- 
eign body giant cells in the upper corium, 
and a banal lymphocytic infiltrate throughout the 
corium. 





+ This case is presented through the courtesy of 
the Cleveland Clinic, Department of Pathology. 


Case 4.4—A white man, aged 46, complained of 
a tender nodule below the vermilion border of the 
lower lip of three weeks’ duration. 

Examination showed a nodule 1.2 cm. in diameter, 
of normal cutaneous or ivory color. It was smooth, 
rounded like a quonset hut, and firm. Centrally, 
there was a small crust. 

Histological study showed a narrow epithelium 
bordering a mass of keratin. The midportion of the 
lesion lacked epidermis but was filled with keratin. 
The chief findings were the keratig and acanthotic 
pegs penetrating the mass. This produced whorls, 
with some parakeratosis. In the small amount of 
compressed corium at the sides, there was little 
infiltrate. The deep corium'was not shown. 

Pathological diagnosis was keratocanthoma. 

CasE 5.—M. S., a white woman, aged 69, was 
seen with a steadily increasing growth of four 
months’ duration on the right forehead. She had 
been treated six months previously for a senile 
keratosis on the bridge of the nose. 


On examination there were many senile keratoses 
on the exposed skin of the face and hands. There 
was a tumor, 1.5 cm. in diameter, located on the 
right forehead. It was raised 5 mm. The central 
area was pure keratin such as in cornu cutaneum. 
The lesion was removed on June 10, 1953. There 
has been no local recurrence to the time of writing. 

Histologic examination showed a large mass of 
keratin centrally, filling a deep, rounded cavity. 
There was also an acanthosis of the rete on the 
borders. There was also an acanthosis of the base 
of the “volcano.” These rete proliferations penetrat- 
ed the keratin mass. The infiltrate in the corium 
below was chiefly lymphocytic. There were no 
giant cells. 

Pathological diagnosis was keratoacanthoma. 

Case 6.—A. D. G., aged 37, complained of a 
warty growth of four weeks’ duration. It was 
located on the nose at the site of a traumatized 
pustule. 

Examination showed a sharply defined, red nod- 
ule, 4 mm. in diameter, on the right side of the 
central part of the nose. The center was rough 
with keratin. 

The clinical diagnosis of keratocanthoma was 
verified by the histologic examination. 

Treatment was excision and cautery of the base. 

INT USTRIAL CASES 

Case 1.—T. R., aged 30, reported with a nodule 

on the thigh of one month’s duration. His work as 


a machinist resulted in continuous contact with oil 
(Table 2). 





} This case is available through the courtesy of 
Drs. Cole, Driver, Chivington, and Sato. 
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Examination showed a mild oil folliculitis of the 
anterior of the thighs. On the left anterior thigh 
there were two nodules with a confluent base. They 
were brown-red in color, each with a central de- 
pression. The larger nodule had a central keratotic 
mass. Removal of the latter revealed irregular 
granulations. 

Histologic examination showed an acanthosis of 
the rete which extended deeply into the corium. In 
the crypts were masses of keratin. About the cell 
masses were lymphocytes, histiocytes, and fibro- 
blasts. 

The entire lesion was excised. There has been 
no recurrence or other disability from this disease 
in the succeeding five and one-half years. 

Case 2.—A. R. P., aged 44, was referred by Dr. 
Frank McDonald on Aug. 12, 1952. The patient 
worked as a screw machine operator in machine oil. 
He stated a nodule had been removed from his 
left forearm six months previously. This lesion was 


thoma was removed from the dorsal aspect of his 
left forearm on July 20, 1952. The same patho- 
logical changes were found. Pathological diagnosis 
was keratoacanthoma. 


COMMENT 


There is usually a shoulder or buttress on 
each side of the histologic section. There is 
acanthosis at this site. The base of the section 
may be atrophic in lesions which are in- 
voluting. In the area between the buttresses 
(actually a collar or ring) there is much 
retained keratin. There may be sebaceous 
cells in some of the acanthotic rete pegs. 
Papillae project into the keratin mass. In 
some, the keratin masses are in whorls. In 
all sections, however, the collar of acanthosis 


TABLE 2.—Cases of Industrial Keratoacanthoma 








No. of 


Exposure Lesions 


Location Treatment 


Left thigh Excision 


Left forearm 
Dorsum left hand 


2 confluent 


3 at differ- 
ent times 


X-irradiation 
Spontaneous healing 


Left forearm Under observation 


Left forearm Excision 





of two months’ duration and was 12 or 13 mm. in 
diameter. After a pathologic report of squamous 
cell epithelioma, it was treated with superficial 
x-ray therapy. He was seen on Aug. 1 for a second 
similar lesion on the dorsum of the left hand. There 
was a nodule 3 cm. in diameter, pink in color, firm, 
and squarish in outline. It was hyperkeratotic, with 
a central crust. On the dorsum and proximal third 
of the left fourth finger was a nodule 1 cm. in 
diameter. It was button-like, pinkish-brown, and 
keratotic in the center. 

Histologic examination of the lesion from the 
dorsum of the left hand showed much hyperkera- 
tosis penetrating to the low levels in the corium. 
There was an associated penetrating acanthosis. 
In the corium were many focal areas’ of lympho- 
cytes, polymorphonuclear leucocytes, and many 
giant cells of the foreign body type. A biopsy of 
this same lesion had been done a week or 10 days 
before. 

Pathologic diagnosis on each lesion was kerato- 
acanthoma. 

Case 3.—V. R., aged 48, was a co-worker of 
A. R. P. and exposed to the same oil. A keratoacan- 
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and the keratin mass are the consistent and 
predominating findings. 

Rook and Whimster *° state that the histo- 
logic findings vary in accordance with the 
age of the keratoacanthoma. Early lesions 
show much keratin above an active acanthotic 
rete. As the lesion comes of age and spon- 
taneous resolution begins, atrophy of the rete 
appears. This is accompanied by more infil- 
trate, and foreign body giant cells can be seen. 
“During the period of resolution, foreign 
body giant cells can be seen phagocytosing 
fragments of necrotic epithelium.” 

The diagnosis of keratoacanthoma should 
be thought of when the configuration and 
size of the tumor are noted. The changes 
found in the low-power study of the sections 
are more diagnostic of keratoacanthoma than 
the cellular detail. The volcano-like config- 
uration with one large central keratin mass 
is pathognomonic. The appearance of the 
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foreign body giant cells in the late atrophic 
stage should make one suspect keratoacan- 
thoma. One pitfall can be avoided by having 
the gross material sectioned centrally. Several 
of our cases gave a doubtful microscopic 
appearance when the rim of the lesion was 
sectioned rather than the center. 

As with keratoses, cornu cutaneum, and 
epitheliomata, the American Negro seems 
not to suffer from keratoacanthomata. All 
of the reported cases were in white people. 


SUMMARY AND CONCLUSIONS 


Keratoacanthoma is a common benign 
tumor. There are two types: the single lesion 
related to aging and occurring on exposed 
skin of the face, ears or hands; the industrial 
type which may be multiple and on skin ex- 
posed to the oil or tar. 

Workers in tar or oil with keratoacan- 
thoma have a compensable occupational 
disease. 

A keratoacanthoma may resemble a squa- 
mous cell epithelioma in appearance and in 
its rapid growth. Therefore, a histologic ex- 
amination must be done in every case. 

Histologically the findings vary somewhat 
in relation to the age of the lesion. As it 
approaches spontaneous resolution there are 
sloughing of the keratin, atrophy, and ap- 
pearance of giant cells. Eventual healing of 
untreated cases may be complete. 

The self-healing of keratoacanthoma has 
been attested to by British authors. 

Excision of the lesion level with the sur- 
rounding skin and cautery of the base are 
curative. Although the lesions would go 
through spontaneous resolution or respond 
to x-ray therapy, excision and cautery yields 
the best cosmetic result. 

10515 Carnegie Ave. (6). 


ADDENDUM 


After submission of this manuscript, the 
first report of keratoacanthoma appeared in 
the U. S. medical literature (Levy, E. J.; 
Cahn, M. M.; Shaffer, B., and Beerman, H.: 
Keratoacanthoma,: J.4.M.A. 155: 562-564, 
1954). 
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ORLD-WIDE interest has recently 

been revived by two original reports 
which appeared in The British Journal of 
Dermatology and Syphilology two decades 
ago. 
The first by Ferguson Smith? in 1934 
described a case of multiple primary squa- 
mous cell carcinomata of the skin in a young 
man, with spontaneous healing. An etiology 
was not advanced. 

The second paper by MacCormac and 
Scarff,? 1936, in a concise article recorded 
a series of 10 cases of solitary benign nodular 
lesions localized on the face. These self- 
healing tumors were considered to arise 
from hypertrophic and inflammatory changes 
in sebaceous cysts. 

Later Rook and Whimster® reported a 
series of 29 cases of molluscum sebaceum, 
clarifying the clinical and histological char- 
acteristics, and advanced the term, first sug- 
gested by Freudenthal, of keratoacanthoma 
as a more suitable term. 

Poth* contributed to the literature his 
observations on the multiple keratoses com- 
monly observed on the sunburned skin of 
fishermen in the Gulf of Mexico. The Poth 
tumors displayed, both clinically and _ his- 
tologically, pictures similar to squamous cell 
carcinoma, but in common with the previ- 
ously reported entities healed spontaneously 
with residual scar formation. Poth indicted 
sunlight and an unknown factor as the causa- 
tive agents. 

A familial incidence was emphasized by 
Sommerville and Milne® in cases with the 
Ferguson Smith epitheliomas. They sug- 
gested the existence of a genetic factor. 


From the Royal Victoria Hospital. 

Read before the 74th Annual Meeting of the 
American Dermatological Association, White Sul- 
phur Springs, W. Va., April 14, 1954. 


Charteris ° published a further series with 
a familial background. 


The Ferguson Smith tumors and mollus- 
cum sebaceum have been linked together in 
a comparative survey by Marshall and Find- 
lay.” Their intriguing theory of the develop- 
mental cycle of molluscum sebaceum in com- 
parison with the hair growth cycle serves 
as explanation for the self-healing property 
of the tumors. 

It is suggested that the self-healing property of 
these tumors may be due to their derivation from 
the hair apparatus. The tumors are extruded after 
a time in the same manner as is a hair from a 
hair follicle. 

New and Horton® recorded multiple 
tumors extensively distributed on the ex- 
posed surfaces of the skin of a sailor, and 
listed sunlight as the etiological agent. Scalp, 
ears, face, and extremities were the areas 
affected. 


The most recent and comprehensive sur- 
vey of molluscum sebaceum has been pub- 
lished by Zoon, Jansen, and von Baak,?® 1954. 
They carefully reviewed the histology and 
developmental stages as outlined by Rook 
and Whimster and tabulated pertinent data 
of nine cases of their own series. 


They had the experience of one case in 
which the clinically typical moliuscum seba- 
ceum tumor proved to be a malignant car- 
cinoma. Beare ® and Charteris ® have made 
similar observations. 


An opportunity was afforded to the dele- 
gates at the 10th International Dermatologi- 
cal Congress in London to examine cases of 
molluscum sebaceum (keratoacanthoma) 
shown by Russell, Tillman, and Wigley.* 
These tumors were all of the solitary type. 


* Russell, B., and Calnan, C. D.: Molluscum 
Sebaceum; Tillman, W.: Molluscum Sebaceum 
(Kerato-Acanthoma) ; Wigley, J. E. M., and Pettit, 
J. H. S.: Spontaneous Resolution of a Case of 
Kerato-Acanthoma, presented at the 10th Inter- 
national Dermatological Congress, London, July, 
1952. 
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REPORT OF A CASE 


A single man, 41, Canadian, fair-skinned; occu- 
pation—stationary engineer in oil refinery, farm- 
ing till 1936. There is no family history of allergy. 
One sister is suffering from prurigo nodularis. 
The patient is sensitive to morphine derivatives, 
acetylsalicylic acid, and anesthetics of all types. 
No bromides or arsenicals have been taken. He 
denies venereal disease. Cholecystectomy was done 
in 1948. 

The patient is of a hyperidrotic seborrheic dia- 
thesis. He has suffered from mild acne vulgaris 
from the age of 12 years, and in later years from 
multiple episodes of pyodermia and acne conglobata. 

More than 36 hospital admissions for operative 
procedures have been required for drainage of 
these multiple infections. 


Fig. 1.—Solitary nodule behind left ear. 


The patient has avoided exposure to direct sun- 
light. In summer, 1952, following a mild sunburn, 
nodules developed on the dorsa of hands. There 
has never been porphyrinuria. 

The initial lesion first developed in 1935 on the 
lower lip on the site of a herpes simplex recurrens. 
This tumor failed to heal, and a similar juxtaposed 
nodule developed on the upper lip. These growths 
continued to desquamate but never hemorrhaged or 
caseated. A diagnosis elsewhere was made of 
squamous cell carcinoma, and radium therapy was 
administered in 1937 and again in 1939. Massive 
radiation changes resulted, requiring referral to Dr. 
John Gerrie for. the reconstruction of the lip and 
left cheek. At no time were regional glands 
reported. 

In 1944 care was given (L.P.E.) for flash 
gasoline burn on the extremities, and at that time 
lips and body were free from tumors. 

Multiple tumors developed late in 1945 upon 
the infected and keloidal tissue of the former 
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Fig. 2—Multiple keratoacanthoma, right 


forearm. 


burned areas, and at another hospital the histology 
was reported low-grade squamous cell carcinoma. 
Later, in 1948, histological studies of the lip re- 
vealed the presence of a radium reaction with 
recurrent epidermoid carcinoma, Grade I. 

In 1953, after a lapse of eight years, the patient 
again consulted us regarding some 48 tumors, 
distributed over all of the previous sites of involve- 
ment, which had not responded to treatment at the 
hands of many physicians. Their differential diag- 
nosis included blastomycosis, bromoderma, mollus- 
cum contagiosum (giant type), and the possibility 
of squamous cell carcinoma, Grade I. 

The diagnosis of keratoacanthoma was suggested 
by Dr. Ruth Robishaw of Cleveland, and all of 
our own and the previous biopsies were then 
reviewed in this light. All sections were found to 
conform to the histopathology of keratoacanthoma. 

Description (September, 1953).— Forty-eight 
lesions were noted, varying in size from small 


Fig. 3—Multiple tumors, left hand. 
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by 4—Young lesion from right forearm; 
a: 


papules to large elevated tumors up to 2.5 cm. in 
diameter and 1 cm. in height. These were dis- 
tributed mainly in the extensor surfaces of the 
extremities. 

In addition three nodules were observed on the 
reconstructed lips and gums. 

Within the first three months, during the period 
of rapid growth, the smaller nodules were cov- 
ered with a smooth distended epidermis, and later 
developed a central indentation. Thereafter a 
slower progression occurred towards the formation 
of squamous and verrucal elements. The centers 
softened and caseated within three to six months; 
then the tumor edges became rolled and notched, 
and the periphery exhibited an erythematous halo. 
On surgical removal the under surface displayed 
multiple papilliform projections. 

The period of resolution varied from nine months 
to one year, but some tumors remained up to 
three years. 


The resulting atrophic scars were slightly de- 
pressed and exhibited a violaceous hue in the center. 


Fig. 5.—Older lesion from thumb; x_ 50. 
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Dislodgement of the tumors by trauma or by 
manual expression of the crater contents produced 
larger and coarser scars. 

The nodules were painful when infected or when 
located over pressure points; otherwise mild itch- 
ing was the only subjective symptom. 

Histology (Dr. Paula Schopflocher).— The 
young lesion, excised im toto (1953) from the 
right forearm, presents a histological structure 
which resembles superficiality the architecture of 
molluscum contagiosum. There is a central crateri- 
form indentation filled with keratinous and para- 
keratinous material. The lobuiated epithelial hy- 
perplastic tissue grows downward and laterally 
beneath the slightly acanthotic epidermis adjacent 
to the tumor. The stratum granulosum is broad- 
ened. The rete Malpighii contains many keratinized 
cells, some without a nucleus and others in which 
the nucleus has been retained. The squamous cells 
are well differentiated, normal in size and stain- 
ing properties. The basal layer is intact. There 


Fig. 6.—Primary lip lesion; x 15. 
is a moderate cellular infiltrate in the upper cutis, 
from which a few cells have migrated into the 
epidermis. The infiltrate contains a few eosinophiles. 

The older verrucous lesion removed from the 
left thumb (1953), 2.5 cm. in diameter, exhibits 
several deep keratinous craters. In some sections 
there are embedded in the keratinous material 
clumps of eosinophilic-staining roundish bodies, 
which remind one at first glance of the molluscum 
bodies. The craters are surrounded by large lobu- 
lated hyperplastic epithelial masses. This pseudo- 
epithelial hyperplastic tissue displays the same ker- 
atinized squamous cells as do the early lesions but 
to a greater degree. The squamous cells are poorly 
stained in certain areas, are larger than normal, 
but have retained their prickles. Their nuclei are 
neither hyperchromatic nor enlarged. The tendency 
to the formation of whorls and pearls is noted. The 
basement membrane is not sharply demarcated and 
is permeated by migrating cells of the infiltrate 
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from the cutis. This infiltrate of the upper cutis 
contains round cells with a moderate number of 
eosinophiles. 

In the primary lip lesion the above-mentioned 
features of pseudoepithelial hyperplasia are re- 


OF DERMATOLOGY 


Investigation: 
Blood Wassermann: Negative on repeated oc- 


casions. 


Bacteriology: Heavy growth of Proteus species 


and a light growth of yeast (probably a contami- 
nant). 





Figs. 7 and 8.—Supernatant fluid; shadow casting; gold-palladium; collodion; 15-degree 
angle; x 42,000. 


peated with greater similarity to squamous cell 
carcinoma. The infiltrate is extensive, containing 
an unusual number of eosinophiles. 


The histological firdings of the solitary lesion 
behind the left ear showed the typical structure of 
keratoacanthoma. 
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Staph. titer: Serum contains approximately 
4 units of anti-alpha-hemolysin per cubic centi- 
meter. 

Urine porphyrin studies: Porphobilinogen, 
coproporphyrin, uroporphyrin—all negative. 

X-ray of chest: Minimal healed lesion, left upper 
lobe. 
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Mycology: No hyphae demonstrated in the scrap- 
ings of skin. No growth of dermatophytes. No 
growth of pathogenic fungi (Dr. Fritz Blank). 
Woods-light examination—negative. 


Experimental studies: (a) Scarification of skin; 
(6) inoculation of caseous material into subcutane- 
ous tissue; (c) application of adhesive plaster, one 
week—all failed to reduplicate nodules after the 
interval of one month. 


Viral Studies—Marshall and Findlay reported 
discouraging results following the inoculation on 
the chorioallantoic membrane of the chick after 
three transfers. At the suggestion of Dr. Kalz and 
Dr. Schopflocher, a request was made to the 
L’Institut de Microbiologie et Hygiéne de !’Uni- 
versité de Montreal to investigate our material. 
We are indebted to Dr. V. Pavilanis and Mr. 
Albert Nantel for their excellent cooperation. 
Their findings are as follows: 

“We inoculated the homogenized tissues from 
the skin lesions on the chorioallantoic membrane 
of the chick embryo. After 4-5 days of incubation 
at 95° F we observed focal lesions on the mem- 
brane, which were reproduced during five consecu- 
tive passages. We continue our studies to prove the 
specificity of these lesions.” (Dr. V. Pavilanis) 

“Preliminary work with the electron microscope 
on centrifuged samples was performed. The sample 
was first centrifuged for 30 minutes at. 1800 r.p.m. 
in an angle centrifuge. After this the supernatant 
was centrifuged at 6000 r.p.m. for 1% hours. The 
supernatant and the sediment were examined under 
the electron microscope. The micrographs of the 
supernatant show brick-shaped particles that re- 
semble Molluscum contagiosum virus, but that are 
three times smaller (Diameter of particles 1000 
A).” (Albert Nantel) 

Therapy.—The employment of  sulfapyridine 
yielded no result. Penicillin, chlortetracycline 
(Aureomycin) and particularly oxytetracycline 
(Terramycin) cleared the secondary infection and 
caused temporary regression of the lesions. No 
change was noted after a six weeks’ course of 
superficial x-ray therapy. 


The painting of the nodules with alcoholic solu- 
tion of podophyllum resin 25% and the application 
of Linser’s ointment (a mixture of phenol, resorci- 
nol 8-napthol, salicylic acid, and thymol in a petro- 
latum base) proved effective. 

We found, as did Rook,} that complete surgical 
excision and curettage gave the best results. After 
incomplete removal there was a prompt recurrence 
of the tumors at the margins of the lesions. 

During febrile states of intercurrent illness dimi- 
nution in size of nodules occurred. 





¢ Rook, A.: Personal communication to the 
authors. 









Etiology—The following etiological factors 
have been considered : 
1, Trauma 
(a) Burns 
Actinic 


Chemical (petroleum distillates) 
(b) Lacerations (if accompanied by hemor- 
rhage) 
2. Viral infections. 


Rook in a personal communication states: 
“T think that with the Kerato-acanthoma there is 
quite often a history of trauma. I believe that two 
different lesions have been described as pitch warts. 
One is a Kerato-acanthoma and often develops on 
the site of a burn or other trauma. (Pitch workers 
themselves are aware that they are self-healing.) 
The other type is a keratosis which may develop 
into a true squamous epithelioma.” 


COMMENTS 


We believe that this case is unusual in 
that the patient exhibits in excess of 100 
active lesions and scars which have devel- 
oped over the past 19 years. It is of interest 
that the primary lesion on the lip was pre- 
ceded by herpes simplex recurrens, and fur- 
ther that the widespread distribution of the 
lesions on the extremities followed a gaso- 
line burn. The history of the initial occur- 
rence of juxtaposed tumors on the lips is 
of significance and is evidence against the 
diagnosis of carcinoma. 

Worthy of note is the fact that the areas 
previously involved by acne conglobata, with 
the possible exception of the postauricular 
lesion, were not the sites of keratoacan- 
thoma. 

The English literature differentiates be- 
tween molluscum sebaceum (keratoacan- 
thoma) and the multiple self-healing squa- 
mous cell epitheliomas of the Ferguson Smith 
type. Rook and Whimster ® stress the point 
that keratoacanthoma is a solitary lesion. 
Ferguson Smith, in the discussion of a pres- 
entation by Musso** of a case of spon- 
taneous resolution of molluscum sebaceum, 
was of the opinion that molluscum sebaceum 
is quite different from the self-healing epithe- 
liomata in that the latter have a more invasive 
appearance. 
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Subsequently Whittle and Lyell’? sug- 
gested the similarity of Ferguson Smith 
epitheliomata with keratoacanthomata. 

The comments of Rook are of interest: 
“Histologically the Kerato-acanthoma and 
the Ferguson Smith epithelioma seem to be 
identical but the Ferguson Smith lesion must 
be naevoid in origin.” t 

In the American literature when discuss- 
ing the publication by Poth* on tumor-like 
keratoses, the pathologists differed in their 
opinion whether these lesions were squamous 
cell carcinoma or benign epithelial hyper- 
plasia. 

Weidman regarded these tumors as benign 
and classified them as senile tumor-like kera- 
toses. This term of tumor-like keratoses is 
mentioned by Fliegelman and Loveman ** in 
their publication. 

Weidman,§ in reviewing the histological 
picture of two solitary nodules of Dr. Butter- 
worth’s private cases of lesions occurring on 
the face and hands, confirmed the clinical 
diagnosis of keratoacanthoma and_ inter- 
changeably labeled them as tumor-like kera- 
toses of Poth or keratoacanthomata. 

Therefore, it seems to us that the English 
and American literature is not strictly in har- 
mony. While the American opinion permits 
the diagnosis of keratoacanthoma in single 
as well as in multiple lesions, and uses the 
term keratoacanthoma synonymously for the 
tumor-like keratosis of Poth, the English ad- 
here to the classification of keratoacanthoma 
only for the solitary tumors and classify the 
multiple lesions under the Ferguson Smith 
self-healing epitheliomas. 

In accord with Marshall and Findlay 7 we 
find it difficult to distinguish between these 
two conditions. In our reported case there 
are early lesions which clinically and histo- 
logically fit perfectly. the description of kera- 
toacanthoma even to the point of displaying 
the molluscum-like architecture that was de- 
scribed in the original paper by MacCormac 
and Scarff. However, we also find older 


t Rook, A.: Personal communication to the 
authors. 

§ Weidman, F.: Personal communication to the 
authors. 
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lesions which are clinically and histologically 
similar to the Ferguson Smith type epithe- 
liomas showing well-differentiated hyper- 
plasia, some atypical cells, and a tendency to- 
wards invasiveness. These findings may 
easily be considered as those of squamous 
cell carcinoma, Grade I, and in our case were 
so diagnosed by others. 

Our case did not develop metastasis dur- 
ing the 19-year period in spite of the exces- 
sive number of lesions and the long duration. 

There are two cases published in the litera- 
ture—one by Beare ® and one mentioned by 
Zoon, Jansen, and von Baak *°—which were 
considered clinically typical keratoacan- 
thomas and which proved to be squamous cell 
carcinomas. We therefore heartily agree with 
Dr. Beerman || and other authors, who warn 
against the indiscriminate diagnosis of benign 
keratoacanthoma, lest we overlook a malig- 
nant growth. 

We are tempted to recognize keratoacan- 
thoma (molluscum sebaceum), single or mul- 
tiple, and the tumor-like keratosis of Poth 
and the self-healing primary multiple squa- 
mous cell epitheliomas, familial or not fa- 
milial, as one entity. 


SUMMARY AND CONCLUSIONS 


An extensive case of keratoacanthomata 
of 19 years’ duration is reported. 

A careful history and appraisal of the 
clinical course and the histological picture 
should be made to avoid tragic errors of diag- 
nosis. 

A virus etiology is suspected for kerato- 
acanthomata. Preliminary viral studies are 
encouraging, and this research is being con- 
tinued. 

Surgical excision and curettage rather than 
radiotherapy is the preferred therapeutic ap- 
proach. 

We consider as variants of one entity the 
solitary and multiple self-healing tumors 
hitherto described as Ferguson Smith epithe- 
liomata, tumor-like keratoses of Poth, and 
molluscum sebaceum (keratoacanthoma). 


|| Beerman, H.: Personal communication to the 
authors. 
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ABSTRACT OF DISCUSSION 


On Papers By Drs. BINKLEY AND JOHNSON AND 
Drs. ErEAuX, SCHOPFLOCHER, AND FOURNIER 
Dr. Louis H. Winer, Beverly Hills, Calif.: 

I wish to compliment Drs. Binkley and Ereaux on 

their well-grounded expositions on so timely a 

subject. 

“Keratoacanthoma” is a good term, in that it 
indicates both a clinical and a pathologic process 
consisting of hyperkeratosis and acanthosis. It does 
not designate any specificity to a particular lesion. 





Some pathologists interpret the word “acanthoma” 
as a prickle cell carcinoma. For this reason I favor 
the addition of the adjective “benign” to the term 
“keratoacanthoma.” 


Further confusion is added by the labeling of this 
lesion as molluscum sebaceum, a term which indi- 
cates the central dyskeratotic mass seen overlying 
sebaceous glands. This mass, composed of cornified 
corpuscles, resembles the molluscum body seen in 
molluscum contagiosum. The double terminology is 
based on a morphologic structure of unknown eti- 
ology, or, probably, multiple etiologies. 


Sunlight, tar, petroleum oils, and syphilis have 
been indicated as causative agents by the essayists. 
Single lesions of granuloma annulare have been 
excised because they had some resemblance to 
button-like carcinoma. Recently a patient was 
shown to the Los Angeles Dermatologic Society 
with ulcerating granuloma annulare which, histo- 
logically, showed epidermal changes as seen in 
molluscum sebaceum. I have seen similar mollus- 
cum-like bodies in intrafollicular verrucae. This 
coincides with the French term for these lesions, 
verrucome, meaning wartlike, a term first used by 
Gougerot in 1917, as indicated by Civatte, Melki, 
and Goetschel (Bull. Soc. frang. dermat. et syph. 
58:532, 1951). They stated that Gougerot presented 
five cases between 1917 and 1931. They were of the 
opinion that, cytodiagnostically, the lesion was an 
intermediate cell epithelioma, but not a prickle 
cell carcinoma. 

Clinically, the crater-shaped protuberance and 
the history of rapid growth, and, histologically, the 
high degree of uniform and mature epithelial cell 
differentiation, the retention of normal nuclear po- 
larity of the epidermal cells, and the absence of 
pathologic figures, are characteristics indicative of 
this benign process. It can be classified along with 
the Ferguson Smith spontaneous self-healing carci- 
nomas in the group of pseudoepitheliomatous hy- 
perplasias as originally described by Drs. Weidman 
and White. 


Eventually, as in the differentiation of moles 
from malignant melanomas by the uptake of radio- 
active tyrosin, these lesions may be differentiated 
from prickle cell carcinomas by their low uptake of 
radioactive phosphorous. Squamous cell -arcino- 
mas take up more than twice as much as does the 
normal skin or basal cell carcinoma, a finding re- 
cently indicated in a personal communication by 
Dr. Franz Bauer of our radioisotope unit. 


Dr. Freperic T. Becker, Duluth, Minn.: It is a 
great privilege for me to discuss the excellent pres- 
entation by Drs. Binkley and Ereaux, who have 
again emphasized the necessity for adequately cor- 
relating our clinical impressions with the patho- 
logical findings. 
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Dr. Winer has enumerated the distinctive patho- 
logic features of the entity. I should like to stress 
the clinical features, which I feel are important in 
differentiating keratoacanthoma from senile kera- 
toses and cutaneous malignancy. 

First, except for those lesions from occupational 
irritation, the age of onset and occurrence on ex- 
posed parts are similar to senile keratoses. Most 
reports of keratoacanthoma are of singular lesions, 
yet many are multiple. A typical case illustrates 
these factors: 

A 51-year-old blonde, blue-eyed housewife was 
first seen in June, 1952, with a history of eczema 
as a child, and now a dyshidrotic eczema of her 
hands. During the acute stage, she was treated 
with wet compresses of Alibour water (water con- 
taining zinc and copper sulfates), followed with 5% 
coal tar solution in a hydrophilic petrolatum base. 
The eruption improved, and she resumed her hobby 
of gardening, spending four to five hours daily 
working in the sun. She returned on Aug. 29, 1952, 
with four tumor-like lesions, 1 cm. in diameter, 
with central umbilication and filled with a keratin- 
ous plug, situated on the dorsum of the right hand 
and wrist. 

One lesion was excised and sent to Dr. Herman 
Pinkus, who made the diagnosis of a tumor-like 
keratosis. Therefore no further therapy was uti- 
lized, and the lesions underwent spontaneous invo- 
lution in a period of eight months. This illustrates 
the factors that have been mentioned before—the 
round elevated tumors, 1 to 2 cm. in diameter, with 
a central crater which is filled with keratinous 
material. These lesions may develop after an acute 
eczematous process and repeated exposures to sun- 
light, and are enhanced by the use of a greasy oint- 
ment containing tar. The important clinical 
differential feature is the central umbilication, 
which is filled with a keratinous plug. These lesions 
can be seen macroscopically even better than they 
can microscopically. This feature is unusual in my 
experience in either cutaneous carcinoma or senile 
keratoses, where the contour of the lesions is usu- 
ally verrucous or covered with a crust. 

If a virus is the causative agent, as proposed by 
Ereaux, and can be further substantiated, this 
would simplify the problem of etiology. Poth, 
Beare, and others were unable to find any infectious 
agent in their studies. Most persons develop their 
lesions on the exposed cutaneous surfaces which 
are affected by actinic stimulation, and many give 
a history of the tumors following an acute derma- 
titis either from sun or an eczematous process. 
Those having lesions of apparent ooccupational ori- 
gin, as emphasized by Binkley, are workers ex- 
posed to either oil or tar compounds. There has also 
been reported a familial tendency in the develop- 
ment of these lesions. 
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Microscopic examination of the central depres- 
sion of the tumor, which is filled with a keratinous 
plug, reveals poral closure of the sebaceous and 
sweat glands. This may be an etiological factor as 
in the case observed by Sulzberger and described 
by Witten and Zak, in which the initial eruption 
was miliaria. 

Most general pathologists believe that the histo- 
logic features are similar to those seen in prema- 
lignant lesions. It is important that the whole tumor 
be viewed under low magnification, as smaller sec- 
tions taken around the keratinous plug may be 
misleading from a histologic viewpoint. Many ob- 
servers have reported a large number of eosino- 
philes in the infiltrate, and also, occasionally, a 
foreign-body reaction. This may be of slight diag- 
nostic significance. 

The nomenclature of this entity is confusing; it 
includes such terms as, tumor-like keratoses 
(Poth); molluscum sebaceum, and _ self-healing 
epitheliomas (Ferguson Smith). “Keratoacantho- 
ma,” so well described by our two essayists, clari- 
fies the situation without implying any association 
with malignancy. 

I feel that these excellent presentations should 
be published in journals of wide circulation which 
are available to surgeons, general practitioners, and 
general pathologists, who, especially, need to be 
educated as to the usual benignancy of this con- 
dition. : 

Dr. Frep D. WEemnMAN, Philadelphia: The story 
of this dermatosis is similar to that of pseudoepi- 
theliomatous hyperplasia upon which Dr. Binkley 
touched; that is, for a long time many cases were 
erroneously diagnosed as outright squamous cell 
cancer, whereas in reality they were only pseudo- 
cancers. 

I have seen all three forms which Dr. Binkley 
described ; the solitary one which occurs in elderly 
subjects; the solitary kind which occurs in those 
who are not as elderly and follows exposure to 
sunlight, and the multiple kind. The burning ques- 
tion is, “How can one recognize these benign kera- 
toacanthomas clinically?” 

The multiple cases are the simplest to dispose of. 
I saw Dr. New’s patient at the Philadelphia Naval 
Hospital (A. M. A. Arco. Dermat. & Sypu. 
68:475 [Oct.] 1953), on whom he counted up to 
150 or 200 lesions. Dr. Ereaux’s case was a replica. 
That is, when the lesions are multiple and many 
are scarring (no question about the spontaneous 
healing) the diagnosis is simple, i. e., it is only a 
case of keratoacanthoma. 

On the other hand, when the lesion is solitary, 
matters are not simple. In the button-like biopsy 
specimens submitted to me either as questionable 
cancer or cancer in fact, the great majority have 
been benign; 75% or more turn out to be kerato- 
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acanthomas histologically. This applies to both the 
“elderly” and the “not so elderly” groups. It is now 
routine with me to attempt to predict as to cancer 
versus keratoacanthoma when I bisect the gross 
specimen preparatory to histologic embedding; the 
cut surface in keratoacanthomas reflects the kerati- 
nous crater and the good localization exhibited 
clinically, and the bottom parts are found to be 
more or less streaked (keratinizing). In cancer 
the crater is not as disproportionately huge and 
the texture in the bottom parts is homogeneous, 
like raw potato. On occasions, this homogeneous- 
ness has set me straight when the surface appear- 
ances were like keratoacanthoma and, moreover, 
the subsequent microscopic examination has con- 
firmed cancer, as in a recent patient of Dr. Wiley 
M. Sams in whom the lesion was of only four 
months’ duration. This is cogent clinically, meaning 
that cancer can masquerade as keratoacanthoma. 
With the exception of these rare instances, the 
clinician could proceed on this basis that the proc- 
esses are not malignant and that a more or less 
palliative operation is indicated. Of course, micro- 
scopic examination should be made in all cases; 
thereby these, albeit rare, cancerous masqueraders 
will be caught up. Naturally, when the lesion oc- 
curs in a suspicious place like the lip, decision must 
be reserved until the histologic report has been 
submitted. In short, operation can be withheld in 
those cases in which (1) the lesion is a typical 
keratoacanthoma with a crater that is dispropor- 
tionately large for cancer, (2) is of such short 
duration as to discredit cancer, (3) is not located 
on the lip, and (4) the dermatologist is willing to 
run the risk of one of the very rare instances in 
which cancer is a masquerader. 

As to genetic relationship among the three forms 
described by Dr. Binkley, there must be a common 
denominator at least (sunlight, carcinogenic sub- 
stances like tar, etc.). In our Philadelphia case of 
multiple lesions the distribution was over areas of 
exposure to sunlight, and for a long time the case 
was carried under the diagnosis of lupus erythema- 
tosus; only the histologic features prevented. Ten- 
tatively, I regard all of them as the same entity 
fundamentally. 


As to nomenclature, my index cards are signifi- 
cant from the histologic viewpoint. Beginning in 
1949, the one on “acanthoma” carries 21 entries. 
Beginning with the appearance of Poth’s paper, 
“acanthoma” is replaced by the card on “tumor- 
like keratosis of Poth” (21 entries), and there are 
15 entries on the new card “keratoacanthoma” since 
it was publicized at the recent International Con- 
gress. Histologically, all are acanthomas; “tumor- 
like keratosis of Poth” and “keratoacanthoma” are 
refinements in knowledge afforded by clinical ob- 
servation. 





Dr. HERMAN BEERMAN, Philadelphia: Our in- 
terest in this process has been of several years’ 
duration, since Dr. Lyons of London was in this 
country and after we saw some patients with this 
lesion in London two years ago. Recently, Drs. 
Levy, Cahn, Shaffer, and I presented six patients 
in a paper on this subject. 

I wish to add encomiums of praise to the previ- 
ous speakers, but I think there are several points 
that bear emphasis. 


In the first place, the name molluscum sebaceum 
really means molluscum contagiosum. Therefore, 
this is not a good name for keratoacanthoma. 


The clinical features of keratoacanthoma are 
rather distinctive in that the lesions appear rapidly 
and heal spontaneously. I think it is going a little 
too far to include in this concept such malignant 
and premalignant processes as oil keratoses. 


Although I believe that Drs. Winer and Pinkus 
are able to diagnose keratoacanthoma histologically, 
this is not possible for all of us in every case. I re- 
member studying the tissue removed from a patient 
under the care of Dr. Sulzberger, whose case was 
subsequently reported by Witten. I interpreted the 
findings as epithelioma and I was relieved to learn 
that that diagnosis was also made by pathologists 
of a very good institution in New York. This pa- 
tient had multiple self-healing epitheliomas, the in- 
dividual lesions of which, I believe, are identical 
with those of keratoacanthoma. Therefore, since the 
histologic findings are often confusing, as I and 
others have often emphasized, diagnosis of kerato- 
acanthoma should be made only on the basis of the 
complete findings. My associates and I have been 
studying biopsy specimens submitted by physicians 
who are keratoacanthoma conscious. Clinically 
many cases formerly called senile keratoses or car- 
cinoma of low grade are now labeled keratoacan- 
thoma. Many of these are actually senile keratoses 
and/or carcinoma as shown by their subsequent 
course. I suggest that if the physician thinks the 
lesion under consideration might be keratoacantho- 
ma, he should make a wide excision and submit the 
entire specimen for histologic examination. I might 
say for Dr. Binkley that, if his specimens are bi- 
sected as Dr. Weidman insists should be done on 
all of our specimens, he should have no trouble get- 
ting representative sections, rather than edges, for 
study. 

Dr. CrarK W. FInNerup, Chicago: I wish to 
emphasize what Dr. Beerman brought out and to 
agree with Dr. Winer and Dr. Becker that I con- 
sider these, as we all do, I am sure, most timely 
presentations. I have no doubt that innumerable 
instances have been diagnosed as rapidly growing 
squamous cell epithelioma and that these patients 
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have been caused unwarranted mental torture 
when, as a matter of fact, all they have is what 
amounts to a glorified wart; and also that too radi- 
cal measures have often been employed for the 
eradication of the lesion or lesions. 


Since the early 20’s, I do not think I am exag- 
gerating if I state that I have seen, along with 
Dr. Ormsby and my associates, several dozen such 
cases. We do not consider them rare. Because of 
the histologic findings, we have come to consider 
them to be rapidly growing benign squamous cell 
epithelioma-like keratoses, probably of infectious 
origin, bacterial or viral. 

Histologically, it is often impossible, or certainly 
sometimes impossible, to distinguish these lesions 
from squamous cell epithelioma. We have no real 
excuse for not having reported a group of these 
cases many years ago, but the papers today really 
crystallize and pigeonhcle this entity, I am sure, 
for all of us. 

Whereas usually, as was brought out by Dr. Beer- 
man, it is necessary for us to rely on our histological 
findings to refute or verify our clinical impression, 
in the instance of this entity, singularly, the reverse 
is true. We must rely on our clinical impression to 
refute our microscopic findings. 


Most of our cases have been in elderly patients, 
and the lesions solitary and usually on the face. All 


healed, as far as I know, under electrocoagulation, 
curettage, and desiccation, followed by x-ray ther- 
apy, and with but slight to moderate scarring. 

It seems to me that the name “benign acanthoma” 
is well chosen. 


Dr. Eucene F. Traus, New York: I wish to 
express my thanks to Drs. Binkley and Ereaux for 
presenting this subject. 

Some 25 years ago I observed a lesion somewhat 
similar to those presented today, on the center of 
the forehead of an elderly woman. Not being certain 
of the clinical diagnosis, I performed an excision 
biopsy, and this was reported as a squamous cell 
epithelioma. Immediately after the biopsy this lesion 
seemed to grow more angrily. Subsequently, in the 
New York State Journal of Medicine (Traub, E. 
F., and Tolmach, J. A.: Squamous Cell Epithelioma 
of the Skin of the Face: Report of 26 Cases, N. Y. 
J. Med. 38:875 [July 15] 1933), we reported 26 
cases of these lesions, all of which had been diag- 
nosed as squamous cell epitheliomata. Judging from 
the pictures and the clinical descriptions presented 
today, many of the lesions in our collection were 
certainly so similar that I would find it extremely 
difficult to differentiate the benign keratoacanthoma 
from a true squamous cell epithelioma. In our cases 
we had a rapid growth following biopsy, rather than 
a disappearance as was the case with Dr. Beerman’s 
patient, so I do not have a moment’s doubt but that 
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we were dealing with definitely malignant lesions. 
This is particularly true, since, when we had the 
lesions graded, they generally fell into the Grade 
II carcinoma. Furthermore, where surgical excision 
had been done, recurrences took place almost before 
the stitches were removed. Lastly, in one of our 
cases there was a lymph node metastasis which 
proved to be squamous cell carcinoma in the ene 
local node that had become involved. That these 
cases are relatively common, there can be no ques- 
tion as I have seen a number of keratoacanthomata 
on the back of the hand, the leg, and elsewhere. 
However, I am also sure that true squamous cell 
epitheliomata of the glabrous skin that arise sud- 
denly and in the course of three to six weeks reach 
hazelnut size, and present many of the same clinical 
features, do occur. The only differentiating diag- 
nostic point that occurs to me is that the squamous 
cell lesions have an intensely inflammatory base. 
The sides of the lesion look waxy yellowish in color, 
with marked telangiectasia, and have a decided cen- 
trally depressed crater. The lesion is an angry-look- 
ing one and appears to be invasive. The lesions do 
not just sit on the skin without inflammatory re- 
action about them. In other words, they aren’t but- 
ton-like as Dr. Weidman mentioned. 

Therefore, while there is a very close resemblance 
clinically and microscopically, between these two 
entirely different lesions, we must not forget that 
squamous cell lesions do occur and that it is better 
to make the mistake of being radical and remove 
an occasional benign lesion more widely than may 
be necessary than to mistake and treat a malignant 
squamous cell epithelioma as a benign lesion. 


Dr. George W. BINKLEY, Cleveland: I want to 
thank the discussants for their many stimulating 
suggestions and remarks. I think we all agree that 
it is not good medicine to wait for these lesions to 
go through spontaneous resolution. Instead, every 
one should be removed and tissue should be sub- 
mitted for histologic examination. 

A further elaboration of Dr. Beare’s experience 
(see preceding reference) will emphasize a few 
points. One is that the keratoacanthomata you will 
see in your practice will be the single lesions. Cases 
of multiple keratoacanthoma are rare. Beare was 
able to collect, working in a large London hospital, 
76 cases in the short period of 38 months. Naturally, 
they were all confirmed by biopsy. 

Another point Dr. Beare made was the fallibility 
of the clinical diagnosis. The dermatology staff 
examined a patient with a lesion that was clinically 
a keratoacanthoma. Many photographs were made, 
for. it was proposed to use it as a teaching case. 
However, when the histologic specimen was ex- 
amined, rapidly growing squamous cell epithelioma 
was seen. 
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Unpublished findings in one industry in Cleve- 
land concerned suspected keratoacanthoma in 15 
men exposed to oil while working on lathes. In the 
15 histologic examinations, the pathologist found 
several true invasive carcinomas; the others were 
in my opinion oil-induced keratoacanthomas. Ex- 
perimental work in animals done by Sutherland 
co-workers resulted in a similar finding. The ani- 
mals showed benign proliferations early, but when 
the carcinogen was applied for longer periods carci- 
noma resulted. Therefore, in both types of lesions I 
presented today, the keratoacanthomata associated 
with aging and the industrial, you are going to find 
a certain number that are undoubted epitheliomas. 


Dr. Lemuet P. ErEeAux, Montreal, Canada: 
Dr. Binkley in his excellent paper stressed that 
keratoacanthoma may occur on the skin after ex- 
posure to petroleum distillates encountered in in- 
dustry, and that it can be a compensable derma- 


tosis. In this he bears out Rook’s observations re- 
garding such causation of pitch warts and of kerato- 
acanthomata. 


In discussion, Drs. Becker, Winer, Beerman, Fin- 
nerand, Weidman, and Traub generally agreed on 
the common linkage of keratoacanthoma and the 
multiple self-healing epitheliomata, but I sensed the 
feeling of caution which they all shared with regard 
to the indiscriminate labeling of these entities as 
benign processes. 


The multiple tumor-like keratoses, when con- 
sidered with regard to the number of lesions and 
their developmental cycle, do not present the same 
problem to the dermatologist as do cases of the 
worrisome solitary nodular type. 

We have yet to discover a histological yardstick 
for easy measurement of these entities, which will 
enable us to differentiate with certainty benign and 
malignant processes. 
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XCEPT for Martin and Smith’s* at- 

tempt to map the geographic distribution 
of published cases of blastomycosis (Gil- 
christ’s disease) occurring in the United 
States, no epidemiologic data exist concern- 
ing the prevalence and distribution of this 
serious disease. Recently an epidemic of 
blastomycosis has been observed in North 
Carolina, attacking 10 persons. The results 
of the epidemiologic and clinical studies will 
be published by Drs. J. G. Smith, Harris, 
N. F. Conant, and D. T. Smith. Dr. J. G. 
Smith, from the Communicable Disease Con- 
trol Section of the North Carolina State 
Board of Health, has informed us that all 
10 patients lived within a radius of four 
miles, and two cases occurred even in sib- 
lings. This is obviously the first authentic 
report on an epidemic of blastomycosis, 
and the results of their studies should be of 
far-reaching importance in the understand- 
ing of the epidemiology of the disease. 

Our personal experience has led us to the 
conclusion that the incidence of blastomy- 
cosis must be much higher than one might 
infer from a study of current literature and 
also from that detailed by Martin and Smith. 

The present paper summarizes the answers 
to a questionnaire sent recently to derma- 
tologists and chest surgeons. It was our pur- 
pose to determine the actual number of cases 
of blastomycosis observed by these groups 
during the first six-month period between 
January and June, 1953. 





From. the Departments of Dermatology and 
Pathology, College of Medicine, University of Cin- 
cinnati, and the Laboratory of Mycology of the 
Cincinnati General Hospital and the Clinical Labo- 
ratories, Jewish Hospital, Cincinnati. 

Read before the Section on Dermatology and 
Syphilology at the 103rd Annual Meeting of the 
American Medical Association, San Francisco, 
June 24, 1954. 
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It was felt that most instances of blasto- 
mycosis would be encountered by derma- 
tologists, who are constantly alert to this 
disease since it is repeatedly presented at 
their specialty meetings and in the dermato- 
logic literature. Chest surgeons likewise 
appeared to be a suitable group to probe 
since pulmonary lesions of blastomycosis are 
second in frequency only to cutaneous lesions 
in clinical experience. While other groups 
of phys.cians unquestionably observe cases 
of blastomycosis, it seemed less likely that 
our purposes would be served by distributing 
our questionnaire to the medical profession 
at large. Questionnaires were mailed to mem- 
bers of the American Academy of Dermatol- 
ogy and Syphilology and the American 
Association of Thoracic Surgeons. This sur- 
vey obviously does not represent an accurate 
account of‘all cases of blastomycosis seen in 
the United States, but it represents well- 
documented cases and probably reflects a 
considerable number of the total cases which 
are seen in a six-month period. 


METHOD 


In July, 1953, questionnaires were sent to 
1,569 dermatologists and to 403 chest sur- 
geons. Answers were received from 74% of 
the dermatologists and from 51% of the 
chest surgeons. Only patients treated during 
the first six months of 1953 were reported. 
The questions were directed at indicating the 
methods of diagnosis utilized, the institution 
or personnel responsible for the diagnosis, 
the treatment and available follow-up. 

The great majority of cases were acceptable 
since either the biopsies or the cultures were 
interpreted by competent persons. In some 
cases microscopic sections were studied and 
the diagnosis was confirmed by personal 
examination, We therefore feel that 101 cases 
which were reported represent a group which 
is reasonably acceptable as definite instances 
of blastomycosis. 













































TaBLe 1.—Results of Questionnaire Regarding Distribution of Blastomycosts 
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Dermatologists 
: An- Posi- 
Sent swered tive 
AIMOINB ooo a vcs cvccccccccccccencevecscencecbeecenecece ee 8 6 1 
BPG ices sian viksn dca cpnnneds Vesececedveheuduscexiusxaete < 9 6 es 
RPRGDERG ios e556 oS ch Saves pudkaes Oeeceudpnniouesene ddkeweew 9 8 4 
RIGMEBOUIIII Db sing ORKE Aus Gag 0beceDebndasasaeWs cove eewecaue 143 125 2 
COA i ib ov ants Ce Peccasevh seat abgdd veneer eteetaetes 18 15 1 
CORBPOTIG i iii oa oc ciechacdgetavenessseseguudeashecebee 28 21 
POOR IG i sess vss vce hc check icaedetlae séccoevegecenene one 5 3 
Di Gee. wbenscndn as ehgebunvaduspecenckselerecesornanses Knee 25 17 
Nias i b56 sche Shas ca ebdiat teed scenes de iggwonyeds 30 18 wa 
17 12 2 
2 1 ae 
113 79 5 
28 20 3 
17 ll t 
Kansas....... 8 6 “s 
TRIBE. ok kas neh en cvncyVecatintieveopertecntcscentecensh 12 9 6 
MANGE 5 5 Ss ope c bho oc cba Soe gacumaeescescesedereiose 20 14 1 
WRONG Fei Si wc cecgaswevenedeaecdee Sb ddnntenesoneeesespecde 4 3 xv 
MEAP HIBIG ia. vis vk civwec chee ccsebsccocescdpserecentsseebecds 19 15 1 
MGSUACHUBOEEG.. 66 iicc isco cic cas cteddesincpececcccvecceconce 49 39 oa 
Michigan 54 39 6 
Minnesota... 22 22 1 
MEMO ooo a och scopy ste ned a sketnrventegescensacete babes 5 4 ae 
|) Se a em ere, Serie Pre Mer eer rie wre ey et 40 27 2 
Montana......... 2 2 <0 
WODEMER Basie ios ii os copicisn ces tcorsudccedubecestedteonaed a 10 7 2 
WOW a2 ob sis 5 5 64a ink Cis bebe scid awe seesievencescabeesuaas 2 2 
New Hampahire.........cccccccccccscctcccccanccvcereccecce 4 
WOW TOMO ios ice eons i ccc cbenveccececeesasectesess 52 39 
New: MGKICO. 6. .ns ccc cdacdicccececctcsecdevcensecncecsens 4 3 we 
OWE NORM sacs cde eh bcd nbc Coes bbusbsccarsckeonaddovnede 281 187 1 
Nortth OGrOlne:: o.oo cides vince cctvececadeeccctececscccebs 20 13 6 
North Dakota...........ccccccccccccccccccccccvececercoens 3 3 ren 
CG in inc cb cd ace vets cernsdissiscosiedoewt dns tebnceeseeeue 99 74 3 
COTA oi Sra ii TRS aN ks haa eum ecd eet ewe cies 15 8 
Oregon...... Baswnh Meckas le nee cet honey avadaatenawaseeesess 7 7 ce 
Pennsylvanla...........ccccccccvcccvcvccesccccsceececseveus 119 90 1 
Rhode Island..........ccccccccccccccecctceccccscesensececs 8 4 A 
9 8 L 4 
3 2 ee 
21 16 7 
69 60 2 
4 4 
WOPMOD Cio. oc civccccesccsseccccccncccccesccucceescesseesine 3 3 we 
WIPBINR sic iiceccc dele cteeceedsscccecccsscucudestsviesecede 18 15 4 
Washington... icc iccccccccccccscrccccccccesccccvcsevesene 21 19 1 
West Virginia... ........cccccccccsccccvcvccvcccscesonce ies 18 2 
Wisconsin. 9 
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Our investigations were intentionally 
limited to patients treated -during the first 
half of 1953, since we felt that most physi- 
cians would be able and willing to give in- 
formation relating to patients under very 
recent observation. We thus could eliminate 
the resistance to searching through past 
records. It also seemed reasonable to expect 
that information from recent cases would be 
more accurate than reports of cases observed 
in the more distant past. 

Obviously a few cases incorrectly classified 
as blastomycosis may be included in this 
report and there are undoubtedly others 
missing, in view of the fact that question- 
naires were not returned by all persons to 
whom they were sent. We feel, however, 
that errors of diagnosis were kept at a 
minimum. Obviously we have no way of 
estimating the number of unreported cases. 


OBSERVATIONS 


Table 1 shows the distribution of physi- 
cians to whom we mailed questionnaires, 
the percentage of answers, and the incidence 
of positive cases by individual states. The 
map shows the geographical distribution of 
positive cases by states with details of lo- 
cation insofar as possible. 

Table 1 shows clearly that no relation can 
be constructed between the density of popu- 
lation in certain states or the number of 
physicians and the number of reported cases 
of blastomycosis. Quite obviously this is 
demonstrated by the single case observed in 
New York with 229 physicians reporting, 
as contrasted with 12 cases from North 
Carolina with only 18 physicians reporting, 
or with the 14 ~ses from Wisconsin from 
30 attending pnysicians. As the Table in- 
dicates, answers from physicians varied some- 
what from state to state. This, however, did 
not occur to a degree which would explain 
the geographical variation in the incidence 
of blastomycosis. 

Of the 101 cases, 89 were men and 12 
women. Only one was below 20 years of age. 
Table 2 demonstrates the age distribution. 





EPIDEMIOLOGY OF NORTH AMERICAN BLASTOMYCOSIS 


The average age of male patients was 40.6 
years ; for women it was considerably higher, 
49.8 years. 

Forty-six persons could be listed in a 
“dust exposed” group. These included 15 
farmers, 14 laborers, 6 construction workers, 
6 carpenters, and 5 miners. Thirty-six other 
patients, however, had such divergent ac- 
tivities as. housewives (8), barbers(2), vet- 
erinarians (2), teachers, cooks, etc. 

The diagnosis was most frequently estab- 
lished by biopsy. This was considered suf- 
ficient for diagnosis in 18 cases and in 
combination with culture in 39 patients. 
Culture alone was conclusive in 10 cases. The 
other cases were mostly from large centers 


TABLE 2.—Age and Sex Distribution of 101 Cases 
of Blastomycosis 
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Ww cig ins dvds ibeatasenaueecae 5 1 
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EMER cc evi vane teil secede 89 12 





of dermatology, and details were not given, 
but the diagnosis can be accepted. 

Twenty-one persons had only single skin 
lesions, but in 48 there were multiple foci 
of skin involvement. Too many areas on the 
surface of the body were involved to list 
these in tabular form. If only one side of 
the body was involved, the lesions were twice 
as frequent on the right side of the body as 
on the left. 

Only 3 of the 101 patients died despite the 
fact that 52 were classified as suffering from 
generalized disease. This fact should figure 
significantly in evaluating any form of treat- 
ment. This certainly should lead to some 
modification of our concept concerning the 
poor prognosis of the generalized (dissemi- 
nated) form of blastomycosis. Included it: the 
group of generalized disease were those 
patients with clinical evidence of pulmonary, 
prostatic, or osseous involvement. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


COMMENT 


From the available facts, it becomes quite 
obvious that blastomycosis is a rather com- 
mon and widespread disease in the United 
States. The basis for the variation in geo- 
graphical distribution is not understood. 
There were no specific seasonal or racial 
influences. Of the 101 cases 86 were white 
and 15 Negro (all male). As indicated above, 
the ratio of male to female is 8:1. 

The disease is essentially chronic. Many 
histories indicated that the disease and symp- 
toms went back as long as 17 years. It was 
not always easy to decide whether a given 
case should have been included in the survey, 
since some patients had been under treat- 
ment for a long time. However, since the 
only limiting condition was “treatment during 
the first half of 1953,” we included the chronic 
cases also. 

From the high incidence of obvious lung 
involvement it seems apparent that blasto- 
mycosis probably begins in this organ whether 
there are cutaneous manifestations or not. 
This has been pointed out repeatedly.* 
Twenty-one cases had lung involvement with- 
out any skin lesions. Pulmonary resection has 
become more frequently utilized in blasto- 
mycosis than anticipated, and in this com- 
paratively small series two lung resections 
and 10 lobectomies were performed. Most 
of the patients seemed to have been benefited 
by this procedure. 

Only a carefully controlled series with 
comparable cases followed by the same ob- 
server would permit evaluation of treatment. 
For this reason and because of the short 


* References 3 and 4. 


period of observation, no conclusions are 
warranted in the present study. Stilbamidine 
and derivatives * were used in 39 cases either 
alone or in combination with potassium 
iodide or other drugs. In our limited exper- 
ience, clinical improvement following stil- 
bamidine and 2-hydroxystilbamidine therapy 
seemed to be more rapid than that with the 
older regimes of the iodides. This was 
essentially the consensus of most observers, 
but numerous recurrences were reported and, 
incidentally, continue to be reported follow- 
ing therapy with the stilbamidines. 


SUMMARY 


One hundred one cases of North American 
blastomycosis were treated during the first 
six months of 1953, according to answers 
obtained from 1,160 dermatologists and 209 
chest surgeons in response to a detailed 
questionnaire. 

While many cases were observed in the 
central and southeastern United States, a 
surprising number was reported from Wis- 
consin. 

Only 3 of the 101 patients died during the 
six-month period of observation. 
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EPIDEMIC HEMORRHAGIC FEVER WITH 
DERMATOLOGIC MANIFESTATIONS 


MAJOR EDWARD F. GUDGEL and COLONEL 
FRANKLIN H. GRAUER, Medical Corps, United 
States Army 


ALLL 


*PIDEMIC hemorrhagic fever has been 
defined by Leedham* as “an acute ful- 
minating, often fatal, otherwise self-limited 
disease of unknown etiology characterized by 
severe toxemia, widespread capillary damage, 
and hemorrhagic diathesis with resulting 
symptoms, signs, and sequelae thereof, par- 
ticularly renal involvement.” The disease 
entity is clearly demarcated, despite the lack 
of any specific tests or recognized etiology. 
The skin manifestations have been described 
since the first Japanese paper, but there have 
been no dermatologic articles on this impor- 
tant subject. 

Mainly in the fall of 1951, especially Octo- 
ber through December, we saw 248 cases of 
epidemic hemorrhagic fever, of whom 176 
were seen within the first 10 days of their 
illness. Owing to the necessity of evacuation 
from Korea, these 176 patients were first 
seen by us, on the average, five and one-half 
days after the onset of their illness. This was 
later than is completely desirable for best ob- 
servation, but a few early cases that developed 
while the patients were on leave in Tokyo 
were seen and thus covered the entire dura- 
tion of the skin and mucous membrane 
lesions. 

Japanese troops? in Northern Manchuria 
had various outbreaks labeled hemorrhagic 
purpura, typhus, atypical scarlet fever, acute 
nephritis, etc., as far back as 1935, which 
later were established as epidemic hemor- 
thagic fever, but the first epidemic occurred 
in 1939, and it was not until February, 1942, 





Chief of Dermatology, Murphy Army Hospital, 
Waltham, Mass. (Major Gudgel) and Chief of 
Dermatology, Letterman Army Hospital, San 


Francisco (Colonel Grauer). 






















EMPHASIS ON 


that the disease was designated as epidemic 
hemorrhagic fever (EHF) by the Japanese 
Army medical department. A similar disease 
has been reputedly described in Soviet medi- 
cal literature. Japanese claims that the disease 
is caused by a filterable virus have not been 
confirmed. 

The disease usually has an abrupt onset 
after an incubation of two to three weeks. 
It is marked by chills, fever, headache, ab- 
dominal pain with nausea and emesis, eye 
pain, blurred vision, vertigo, and backache. 
Thirst becomes a prominent symptom. An 
excessive consumption of fluids complicates 
the course. One of the earliest physical signs 
is a triad composed of a vivid red macular 
rash of the face and neck, injection of the 
palate and conjunctivae, and periorbital 
edema. The fever rises to a peak of 104 to 
105 F., and is associated frequently with a 
bradycardia. Hemorrhagic manifestations 
appear by the third to fourth day with con- 
junctival and cutaneous petechiae, epistaxis, 
hematuria, and hematemesis. Massive renal 
hemorrhage generally results in oliguria or 
anuria and uremia. Renal symptoms and 
signs are multiple and include backache, 
marked costovertebral angle tenderness as- 
sociated with oliguria, anuria, and edema of 
the face and periorbital areas. Uremic frost 
was present in some terminal cases. Other 
notable findings include abdominal complaints 
suggesting an acute abdominal condition 
with tenderness and distention; hiccoughs; 
liver and, rarely, splenic enlargement, with 
anorexia and diarrhea. Prolonged hiccoughs 
were found in the sickest patients. Neuro- 
logical complications were frequently noted, 
with meningeal irritation symptoms. 

The most important laboratory changes are 
a pronounced leucocytosis (counts as high 
as 60,000 white blood cells), albuminuria, 
associated with hematuria and abnormal kid- 
ney function tests, plus decreased platelet 
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counts, increased capillary fragility, and pro- 
longed bleeding time. 

The epidemic hemorrhagic fever rash was 
observed first as a “generalized flush” ? or 
a distinct reddening of the skin resembling 
a newly acquired sunburn in the Japanese 
soldiers reported in 1939. It was particularly 
prominent periorbitally and over the cheek- 
bones, with no perioral bleeding. This rash 
was observed on the third day as involving 
mainly the face and “V” of the neck. Dermo- 
graphism and edema of the face were also 
noted, as was a petechial rash of the neck, 
axillary folds, upper arms, and thorax. 

Hornisher and Inmon® described the 
“flush” as one of the early signs of the early 
acute stage. Ganong and co-workers‘ de- 
scribed the eruption as a “‘scarlatiniform 
erythema... more than a simple febrile 
flush... often severe enough to resemble a 
severe sunburn.” They felt that it was one of 
the most valuable findings. Other authors* 
also have stressed the prominence of the skin 
changes. 


The so-called “sunburn” rash of epidemic 
hemorrhagic fever is an intense scarlatiniform 
confluent macular rash most apparent over 
the bony prominences of the face, but usually 
involving the neck and anterior “V” of the 
chest and, less commonly, the shoulders, 
hands, and the scrotum. In some cases, the 
entire face is a brilliant red, including the 
ears and neck. The characteristic distribu- 
tion is one of the most diagnostic features 
and distinctly separates it from other scarla- 
tiniform eruptions. The eruption is never 
generalized. Diascopic pressure reduces the 
color, but it is still prominent. Ganong * 
attributes this to dilated small vessels that 
can not be completely blanched. The eruption 
is most striking in blonds, less obvious in the 
Orientals, and not apparent in Negroes. 

The dermatitis usually appears on the third 
day of the illness, but it has been observed as 
early as 24 hours after the first symptoms. 
The rash fades after 7 to 10 days, and a fine 
desquamation appears. Mild lesions may dis- 
appear in a few days. In the dark-skinned 





* References 1 and 5-7. 
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troops, desquamation was noted even in the 
apparent absence of the rash. The great ma- 
jority of patients seen early have this eruption 
(90%, Barbero and co-workers,® 88%, Pruitt 
and Cleve*). However, two of the five fatal 
cases seen in our series were cyanotic and 
comatose in medical shock on admission and 
died without observation or history of a rash. 

Fever does not appear to be a factor in the 
rash, as the dermatitis appears without an 
elevation of temperature (may be mild or 
severe), with low or high fever, and persists 
after the fever has disappeared. Dermo- 
graphism may be present. One case showed 
urticaria only of the face and neck approxi- 
mating the flush area. This patient had, how- 
ever, received antibiotics previously. 

One of the earlier signs noted is an injec- 
tion of the conjunctivae and pharynx. 
Counts ° found it to be the most consistent 
finding at the division level. The bulbar and 
palpebral conjunctivae show varying degrees 
of injection (most frequently it is fine and 
diffuse) during the first several days, but the 
hemorrhagic lesions appear several days later. 
These petechiae or frank ecchymoses are cited 
by Monroe * as the single most diagnostic 
feature, and certainly, when present, the 
bright blood-red eyes are striking when seen 
for the first time. The intense pharyngeal 
inflammation suggests acute pharyngitis; 
however, there are minimal throat complaints. 
The hemorrhage into the eyes, while the most 
sensational bleeding feature, is only part of 
a generalized reaction with linear petechiae, 
especially of the neck, axillary folds, upper 
arms, and thorax. Punch biopsies were sites 
of continuous bleeding despite sutures, pres- 
sure dressings, absorbable gelatin sponge 
(Gelfoam), etc. Ecchymoses occurred around 
intravenous punctures, pressure sites, etc. 
During this phase,” capillary fragility is in- 
creased, bleeding time is prolonged, and the 
platelet count is decreased, while coagulation 
time is normal. 

Early edema of the upper eyelids gives the 
patient a “blurry-eyed appearance.” * The 
“bloated look” was also noted by Andrew * 
in British soldiers and as a “characteristic 
vapid or stupid expression” ? in the Japanese. 

























































EPIDEMIC HEMORRHAGIC FEVER 


This edema is present by the third day; it 
is only a moderate swelling, but it contributes 
to the typical appearance. It is associated 
with a postorbital pain. Involvement of the 
bulbar conjunctivae and periorbital tissue is 
the most marked, but the whole face is fre- 
quently involved. I felt that the infraorbital 
swelling most resembled a postalcoholic state 
of the “bags below the eyes” type. In the less 
sick patients, one got the impression of an 
“unhappy day after,” because of the bloody 
eyes, infraorbital pouches, and the bright red 
face suggesting a chronic inebriate. 

There may be a generalized moderate en- 
largement of the lymph nodes, especially the 
cervical and axillary, noted usually by the 3rd 
day and receding to normal around the 10th 
day of the illness. In our experience, the 
nodes were frequently tender, although Kes- 
sler,” Leedham,! and Powell ** have reported 
them as nontender. 


PATHOLOGY 


The biopsy specimens * did not reveal a 
diagnostic picture. The biopsy specimens all 
were taken from the face and neck within the 
first 10 days of the illness. In two cases, 
capillary dilatation, slight hemorrhage, 2.d 
minimal perivascular infiltration only were 
found ; in the third there was an unusual col- 
lection of mast-like cells in the upper cutis 
and increased pigmentation in addition to 
capillary dilatation. 

Hullinghorst and Steer ** noted “an undue 
amount of melanin pigment” in the epithelium 
plus changes as noted also by us. They noted 
no abnormality of the larger skin vessels. 

The pathophysiology of the rash appears 
to be due to diffuse capillary damage, with 
vessel dilatation and later transudation of 
plasma into the alveolar spaces. However, 
unexplained in this (and many other toxic 
rashes) is the exclusive location of the in- 
volvement of the skin of the face and neck. 


SUMMARY 


Epidemic hemorrhagic fever is a disease 
encountered by United States troops in 
Korea and is characterized by a toxic and 
hemorrhagic diathesis of widespread organ 
_ involvement, especially renal. 





The characteristic skin signs consist of a 
triad of a bright red macular rash of the face 
and neck, plus conjunctival injection or 
hemorrhage, and facial edema, especially peri- 
orbital. This triad, or epidemic hemorrhagic 
fever facies, is the most diagnostic physical 
finding in the early recognition of epidemic 
hemorrhagic fever. 
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ALBERT NEISSER 


Centenary of Birth 
1855—January 22—1955 


JOHN HENRY RICHTER, Washington, D. C. 
LULU 


N THE centenary of the birth of the 

“Father of Gonorrhea” it seems fitting 
to recall the life and work of this pioneer of 
modern bacteriology. Albert Ludwig Sieg- 
mund Neisser was born on Jan. 22, 1855, in 
Schweidnitz, in the Prussian province of 
Silesia, the son of Dr. med. Moritz Neisser, 
who later became one of Germany’s first 
Jewish spa physicians in Charlottenbrunn. 
Having graduated from the Magdalenum 
Gymnasium, Breslau, he studied in Breslau 
and Erlangen, receiving his doctorate of med- 
icine on Feb. 16, 1877, for the thesis “Die 
Echinococcenkrankheit.”’ 

As a student of Ferdinand Cohn, Haiden- 
heim, Weigert, and Koch, he developed an 
early interest in bacteriology at a time when 
Breslau was the center of German bacteri- 
ological research. Like his classmate and 
life-long friend Paul Ehrlich, Neisser soon 
specialized in dermatology. 

In 1877, Neisser became assistant to Oscar 
Simon, then chief of the first German derma- 
tological clinic, at the Allerheiligen Hospital 
in Breslau. Within two years, at the age of 
24, Neisser made his two great discoveries, 
which brought him fame and ushered in a 
lifetime of fruitful bacteriological research. 
In May of 1879, Neisser discovered the gono- 
coccus (Neisseria gonorrhoeae), and told of 
his findings on July 3 in an article “Uber 
eine der Gonorrhée eigentiimliche Krank- 
heit,” published in the Centralblatt fur medi- 
zinische Wissenschaften. In the summer of 
the same year he studied leprosy at hospitals 
in Norway. He visited Armauer Hansen in 
Bergen, discussing with him Hansen’s un- 
successful attempts at proving conclusively 
that the bacilli seen by Hansen in 1873 in 
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leprous skin were indeed the cause of leprosy. 
Neisser returned to Germany with sample 
tissues taken from various parts of the body 
and, on Sept. 3, was first able to demonstrate, 
with the aid of the new Weigert staining 
method, that all tissues pathologically af- 
fected by leprosy showed the same, and only 
this specific bacillus, which Neisser con- 
clusively proved to be the cause of leprosy. 
A lecture on the subject on Oct. 10 was pub- 
lished in the Breslawer Grztliche Zeitschrift 
(1: 200-214 [Oct.-Nov.] 1879). Having 
read a reprint, Hansen published a report 
of his own unsuccessful experiments of 1873 
in Virchows Archiv fiir pathologische Ana- 
tomie und Physiologie (Jan. 15, 1880) claim- 
ing his priority over Neisser in the discovery 
of the bacillus. In the ensuing unhappy sit- 
uation Neisser was obliged to point out that 
he himself had given Hansen credit for hav- 
ing been the first to see the bacilliform bodies, 
but that it was his, Neisser’s, merit to have 
brought objective and convincing proof of 
their relationship to leprosy, and of having 
given them their just place. 

After a short period as lecturer in Leipzig, 
Neisser’s abilities won him, in 1882, at the 
age of 27, the succession to Simon, with the 
rank of Associate Professor. His industry 
and boundless energy brought him an ever- 
increasing circle of students and pushed him 
into the forefront in dermatology. In 1892 
the entire clinic was modernized and given 
the very latest x-ray and electrical equipment, 
according to Neisser’s plans. It then became 
a part of the University as its Clinic and 
Policlinic for Skin Diseases. 

Although his name is best remembered in 
connection with gonorrhea, Neisser was no 
less interested in tuberculosis, leprosy, and, 
later, syphilis. He wrote an excellent de- 
scription of tuberculosis for Ziemssen’s 
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Handbuch der speziellen Pathologie und 
Therapie (1882), made numerous studies of 
lupus vulgaris and spoke up warmly for 
tuberculin. Leprosy occupied a good part of 
his time, as he followed the discovery of its 
bacillus with extensive research into pathol- 
ogy and prophylaxis, and discussed the dis- 
ease at length at international congresses. 

His chief contributions, however, were in 
gonorrhea and syphilis. It is to Neisser that 
gonorrhea research owes its entire develop- 
ment. His interest in diseases went far be- 
yond the laboratory and the textbook. Neis- 
ser had a deep-seated interest in the social 
aspects of venereal diseases, and for many 
years he was leading in the efforts to educate 
the general public as to the nature and dan- 
gers of VD. Just as he founded the Deutsche 
dermatologische Gesellschaft (1882) in 
the interest of promoting research, he was 
co-founder in 1902 of the Deutsche Gesell- 
schaft zur Bekaémpfung der Geschlechts- 
krankheiten (German Society to Combat 


- Venereal Diseases) and was its very active 


secretary-general until his death. In the cause 
of public education he wrote numerous arti- 
cles, gave public lectures, and prepared ex- 
hibits. In an era when mentioning VD 
was a serious affront to “good society,” the 
Gesellschaft, through its many local chapters, 
did inestimable good for the improvement of 
public health and morals. 

Neisser was continuously concerned, not 
only with therapy, but with prophylaxis. 
He was one of the first to realize that in 
order to fight VD it was essential to ex- 
plore and to remove the social causes of 
prostitution. He spoke strongly in favor of 
making the health supervision of prostitutes 
and other diseased persons the concern of 
city health authorities, rather than that of 
the police and the courts. 

Under Neisser’s guidance, the Clinic tested 
continuously new drugs and methods of 
therapy. He advocated the use of tumenol 
and strong protein silver (Protargol) and 
the application of Fournier’s intermittent 
therapeutic courses of mercury, which were 
also applied by the British schools of Startin 
and Hutchinson. 





The transmission of syphilis to monkeys, 
perfected by Metchnikoff and Roux, enabled 
Neisser to conduct extensive research, for 
which he traveled to Java (February to Octo- 
ber, 1905, and December, 1906, to November, 
1907). The many and valuable results were 
published in 1911 as “Beitrage zur Patho- 
logie und Therapie der Syphilis.” Already 
in 1883 Neisser had described leucoderma 
syphiliticum, one of the chief diagnostic signs 
of syphilis. In 1906, his discussions with 
August von Wassermann led to the famous 
Wassermann-Neisser-Bruck serum-comple- 
ment reaction. With his friend Paul Ehrlich 
he collaborated on the early experiments 
which culminated in Ehrlich’s discovery of 
arsphenamine (salvarsan), which Neisser 
warmly recommended and defended, al- 
though opposing complete abandonment of 
the mercury treatment. 

Amid teaching, experimenting, supervising 
a large laboratory and clinic, and his own 
large private practice, Neisser found time for 
extensive editorial work. He was the founder 
and editor of Lepra, co-editor and later chief 
editor of the Archiv fiir Dermatologie und 
Syphilis, and editor of the Mittetlingen pub- 
lished by the Deutsche Gesellschaft zur 
B.kaémpfung der Geschlechtskrankheiten. 
Among his publications are the “Icono- 
graphia Dermatologica” and the ‘“‘Stereosko- 
pisch-Medizinischer Atlas.” 

Having prepared another exhibit on VD 
in Brussels, he returned ill, and, after under- 
going a minor operation in Berlin, developed 
a sepsis which caused his death in Breslau 
on July 30, 1916. 

The story of Albert Neisser would not be 
complete with only an account of his work. 
He was of imposing stature, and wore for 
many years a beard that gave his face, with 
its dark, penetrating eyes, a stern, patrician 
look. His untiring energy and tempera- 
mental nature combined to make him a 
meticulous researcher and a respected oppo- 
nent. He could be harsh in his criticism, yet 
did not spare himself in admitting mistakes. 
In his efforts to be objective, he gave all 
opinions a chance to be heard. He inspired 
great loyalty and, at times, strong dissent. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


To his students, he was a fatherly friend, 
and to his many patients, a kind and com- 
passionate doctor. 

His marriage on March 13, 1883, to Toni 
Kauffmann, of a wealthy Jewish industrialist 
family, ushered in 30 years of happiness for 
the art-loving scientist and his kind, intelli- 
gent wife, who shared equally his triumphs 
and his sorrows. And there were sorrows to 
share. Hansen’s unnecessarily curt and be- 
littling effort to assure himself of a priority 
which Neisser had freely granted him injured 
the young bacteriologist, who always con- 
sidered his second discovery to have been 
the more important. Although granted the 
title of Geheimer Medizinalrat (Privy Coun- 
cillor) in 1894, it was not until June 22, 
1907, that Neisser was given the status of 
full Ordinarius, becoming the first full pro- 
fessor of dermatology in Germany. Perhaps 
his liberal political views, often expressed 
in the Breslau City Council of which he was 
a member, or the fact that he was Jewish, 
account for the delay in bestowing this honor. 
Perhaps the delay was also caused by the 
considerable trouble Neisser encountered in 
1898 to 1900 in connection with experiments 
attempting to establish possible immunity to 
syphilis. The publicity accompanying the in- 
vestigation and Neisser’s public rebuke 
lacked neither personal attacks nor anti- 
Semitic overtones. But with the help of his 
many friends, both in and out of government 
and science, he survived the storm. Toward 
the end of his life, he was saddened above all 
by the interruption that the World War had 
brought to the advances of international 


medicine, for Neisser was a firm believer in 
the international nature of scientific research. 
His love for. his country did not blind him to 
the loss of cooperation with foreign scientists 
suddenly turned “enemies.” That this feeling 
was mutual is attested to by the appreciative 
obituaries published in the British Medical 
Journal (2: 410 [Sept. 16] 1916) and The 
Lancet (2: 766 [Oct. 28] 1916). 

Albert Neisser and his wife gave freely 
of their wealth to medical research, and paid 
the major part of the expenses of their Java 
trip from their own funds. Their home, 
which after his death became a city museum, 
was beautifully decorated by the brothers 
Erler, and housed a magnificent collection 
of paintings by artists like Segantini, Franz 
Stuck, and Eugen Spiro. There were sculp- 
tures by Meunier and a large collection of 
art objects from Java. It was an intellectual 
center of Breslau for many years, and’ 
Gerhart Hauptmann, Richard Strauss, and 
Siegfried Ochs, among others, were friends 
of the Neissers. It was this friendly, art- 
loving and intellectual climate that awakened 
in Albert’s cousin Arnold Berliner (1862- 
1942) his interest in science and his passion 
for music. Berliner later became well known 
as the founder and editor, for over two 
decades, of Die Naturwissenschaften, after 
having traced out for himself a remarkable 
career in applied physics. 

Albert Neisser’s contributions to medical 
science and public health have earned him a 
permanent place among the great bacteriolo- 
gists of our time. 










































Scientific Exhibits 


DERMATOSES AND MALIGNANT INTERNAL TUMORS 


HELEN OLLENDORFF CURTH, M.D. 
NEW YORK 


HIS EXHIBIT deals with non-neoplastic cutaneous lesions associated with 
malignant internal tumors. 


SIGNIFICANCE OF ASSOCIATIONS 


In the association of malignant internal tumors and dermatoses certain tumors 
are associated with certain dermatoses. Recognition of these combinations may help 
cancer research by providing material for an understanding of the principle by which 
a tumor has evoked cutaneous changes ; also, it may guide in a definite direction ‘the 
search for a tumor in cases in which the dermatosis precedes the manifestation of 
cancer. 

Clinical Picture PRURITUS 


Patients complaining of severe generalized itching subsequently show signs of internal 
neoplasm. Pruritus may lead to a prurigo-like syndrome with discrete or diffuse hyper- 
pigmentation. 

Age—*Cancer age.” 

Sex.—Both sexes. 

Tumor Type—Cancer of gastrointestinal tract, especially stomach, or of breast, or carcinoma 
of ovary with metastasis ; abdominal and thoracic tumors ; lymphosarcoma ; Hodgkin’ s disease, 
and leukemia. 

Relationship Between Tumor and Dermatosis 

Sequence of Events.—Pruritus usually precedes manifestation of cancer and is, therefore, a 
valuable premonitory sign! 

Principle Involved.—Since pruritus often disappears after removal of the tumor and recurs with 
reappearance of the tumor, causal relationship between tumor and dermatosis seems 
established. 

Speculation as to Causation.—Itching is due to allergens or toxins released by the tumor. 





Pruritus Without Tumor.—May be the first indication of tuberculosis, diabetes, jaundice, 
uremia, etc. 

Clinical Picture URTICARIA 
Persistent, more or less generalized wheals associated with itching in patients suffering 
from malignant neoplasm. 

Age.—‘“Cancer age.” 

Sex—Men and women. 

Tumor 7 ype.—Cancer of. rectum, hydatidiform mole, Hodgkin’s disease. 

Relationship Between Tumor and Dermatosis 

Sequence of Events—A tumor has been present (although not in every instance discovered) at 
the time the cutaneous eruption starts. 

Principle Involved.—Since disappearance of cutaneous eruption follows removal of tumor, a 
causal connection between tumor and dermatosis exists. 


Speculation as to Causation—Altered organ proteins are acting as endogenous allergens or 
toxins (Urbach) 


Urticaria Without Tumor.—A common manifestation of various types of allergy. 





From the College of Physicians and Surgeons, Columbia University. 

Shown as a scientific exhibit of the Section on Dermatology end Syphilology at the 103rd 
Annual Meeting of the American Medical Association, San Francisco, June 21-25, 1954. 

This exhibit was supported by a research grant (C 1603) from the National Cancer Institute 
of the Natiorial Institutes of Health, Public Health Service. 








ACQUIRED ICHTHYOSIS (Ichthyosiform Atrophy of Ronchese) 


Clinical Picture : 


A patient without personal or familial history of ichthyosis shows generalized dry and 
cracking skin, hyperkeratotic palms and soles, and alopecia. At the same time Hodgkin’s 
disease or a lymphosarcoma becomes evident. 


Skin.—Rhomboidal scales with flaky edges. 
Age.—Young or middle-aged adults. 
Sex—In men and women. 


Skin of patient with Hodgkin’s disease. 
(Courtesy Drs. J. L. Welch and E. Epstein.) 


Skin of patient with reticulum 
sarcoma, 
(Courtesy Dr. L.- Forman.) 


Biopsy of skin (same patient). 


Tumor Type.—Hodgkin’s disease or lymphosarcoma. 


Relationship Between Dermatosis and Internal Disorder 


Sequence of Events—Cutaneous eruption develops after early signs of the internal disorder. 
Principle Involved.—Acquired ichthyosis is dependent on Hodgkin’s disease or lymphosarcoma. 


Speculation as to Causation.—Liver damage and impairment of vitamin A metabolism are held 
responsible for the cutaneous disorder (Glazebrook and Tomaszewski). 


Acquired Ichthyosis Without Tumor.—lIn natives of Hawaii who chew sialagogue Piper 
methysticum to make “ava” (Crocker). 


Biopsy of axillary lymph node, showing Hodgkin’s granuloma (Patient 


1 abo 


ve). 





Typical iesions on fingers. Typical lesions with prevalence on lower and 


(Courtesy Drs. H. Jeghers, V. A. McKusick, and K. Katz. sparsity on upper lip. 
bsg we was published in New England J. Med. 241: 
, 1949. 


SYNDROME OF GENERALIZED INTESTINAL POLYPOSIS AND MELANIN 
SPOTS OF ORAL MUCOSA, LIPS, AND DIGITS (Peutz, 1921) 
Clinical Picture 
Numerous pigmented spots, varying from light brown to deep blue-black on lips (on 
vermilion border and mucous membrane side and more numerous on lower than on upper 
lip), and buccal mucosa (usually in large blotches). Some patients show, in addition, small 
pigmented spots on face (about mouth), fingers, and toes. Anemia, melena, and periodic 
attacks of abdominal pain, frequently due to intussusception, are common. Several members 
of a family may be involved. 
Histology Skin.—The pigment is melanin. 
The pigment particles occur mainly in vertical bands. 
Tumor Type. —Polyposis distributed throughout the gastrointestinal tract, but the small intestine, 
particularly the j jejunum, is predominantly involved. Jeghers, in a personal communication, points 
out that he “strongly suspects that malignancy will become a great hazard if patients live to 
be 40 or more”; in 2 of 15 cases known to Jeghers, transition from polyp to malignant tumor, 
however, has already been observed. 
Histology.—The polyps are adenomatous; the cancers are adenocarcinomas. 
Syndrome Age—From birth or early childhood on. Sex.—Both sexes. 
Genetic Mechanism—Dominantly inherited, possibly with a pleiotropic factor responsible 
for both characteristics (Jeghers, McKusick, and Katz). Apparently, either the pigmentary 
anomaly or the polyposis may occur alone. Sporadic cases have been recorded. 





Pigmentary Anomaly Without Polyposis.—May occur in gastrojejunocolic fistula, tuber- 
culosis of the ileum, and celiac disease. 


Lips and oral cavity of 22-yr.-old woman with adenocarcinoma. 
(Courtesy Drs. H. Jeghers, V. A. McKusick, K. Katz, and F. 
Ronchese. ) 








(Above) Epidermoid cysts é (Above) Bone chang 
(Right) Fibromas showing non- : ‘ Pedigree 


encapsulated fibrous connective My —— (Left) Ill-defined masseg 
tissue. ee connective tissue. 4 


(Courtesy Drs. E. J. Gardner and R. C. Richards) 


A SYNDROME OF MULTIPLE CUTANEOUS AND SUBCUTANEOUS 
LESIONS OCCURRING SIMULTANEOUSLY WITH HEREDITARY 
POLYPOSIS AND OSTEOMATOSIS (Gardner, Plank, and Richards) 


KINDRED 109 


Clinical Picture 

Several members of a family in Utah show “soft 
tumors,” intestinal polyps, and osteomas; one child has 
minor bone changes but no intestinal polyps. 


Skin “Soft tumors.” 


Tumor Type.—Multiple intestinal polyps, especially of 
large intestine. Eight of thirteen deceased members 
of family died of carcinoma of colon or rectum. They 
presumably had multiple polyposis and were known to 
have had subcutaneous tumors or cysts. 


Syndrome Age.—From birth or early childhood on. 


Sex —Both sexes. 


Genetic Mechanism—Dominantly inherited through 
either a single pleiotropic gene or two closely linked 
genes (Gardner and Richards). 


~ Oemncgo} 


(Left) Polyp with 
questionable transition 
to malignant tumor. 
(Right) Frank carci- 
noma of colon. 
(Courtesy Dr. E. J. 
Eichwald.) 





(Above) Intestinal 
polyps. 
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Face with deep folds. 


PACHYDERMOPERIOSTOSIS 


Clinical Picture 


Thickening of skin, accentuation of existing and creation of 
new folds; the forehead especially shows deep horizontal lines 
and shiny skin. The lids, particularly the upper ones, are 
thickened; so are the ears and lips. Macroglossia. The scalp 
may be involved (cutis verticis gyrata). The extremities, espe- 
cially the elbows, knees, and hands, are enlarged. The fingers 
are clubbed. The palms are rough, and thenar and hypothenar 
eminences are enlarged. Movements of muscles are painful. At 
this time a pulmonary cancer has become evident. 


Histology Skin—Thickening of horny layer and hypertrophy 
of sweat and sebaceous glands. 


Skeletal System—Periosteal thickening; joint changes occur in 
severe cases. 


Incidence 


Sex—Almost exclusively in men. 
Age—Over 40. 


Tumor Type—Bronchogenic carcinoma. 


Relationship Between Tumor and Pachydermoperiostitis. 


Sequence of Events—Usually a pulmonary cancer has manifested 
itself when enlargement of forehead, hands and fingers, etc., 
becomes evident; acral changes, however, may precede mani- 
festation of cancer by years. 


Principle Involved—Clubbing of fingers and toes and osteo- 
arthropathy have been observed in chronic pulmonary, medi- 
astinal, and cardiac diseases which are associated with 
chronic low-grade anoxemia in peripheral tissues. 





hydermoperiostosis Without Associated Malignant 
mor.—As familial disorder after puberty in males predomi- 
tly, or as hypertrophic osteoarthropathy in association with 
monary (bronchiectasis, tuberculosis, empyema, lung abscess), 
diastinal and congenital cyanotic heart disease, sickle cell 
lemia, congenital syphilis, and hepatic disorders. 


Clubbing of fingers. 


Roentgenogram showing lung cancer 
in left upper lobe (same patient). 




































Roughness of palm. 
(Courtesy Drs. M. R. Castex, E. S. Mazzei, and F. Schaposnik.) 





Skin from forehead. 
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Acanthosis nigricans of axilla. : Histology Incidence 
(Courtesy .Dr. H. E. Michelson.) 


MALIGNANT ACANTHOSIS NIGRICANS 


(“Malignant” acanthosis is associated with an internal adeno- 

carcinoma) 

Clinical Picture 

Hyperpigmented verrucous confluent lesions of body folds, 

nipples, umbilicus, perianal areas, etc., with occasional involve- 

ment of mucous membranes and occasional keratoderma of palms 

nd soles in patients who have shown, are beginning to show, or 
1 show signs of adenocarcinoma. 

Sex—50% males and 50% females. : 


Age—The disease is rare in children; at onset of dermatosis 
most patients are adults, and the majority of them are over 
40 years old. 
Tumor Type.—Highly malignant. adenocarci- 
noma of stomach, liver (?), pancreas, esophagus, 
gall bladder, intestine, uterus, ovary, mammary 
gland, and lung. In some cases primary site 
of tumor could not be determined with certainty 
but lymph nodes showed adenocarcinoma. 


Histology.—Adenocarcinoma. 
Duration.—About 9 to 10 months from 
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discovery to death. etree ‘ 
Incidence in Malignant Acanthosis Distribution 
Nigricans——In almost 100% of cases. 
Sequence of events Intervals 
SEQUENCE OF EVENTS IN 
MALIGNANT ACANTHOSIS NIGRICANS H 
Po a a gk ae is 
\ hk \ vi \ —— 31 Cases 
) rex } nA 
© ae Speculation as to 
wh S{\ zen! § Causation 
KA \ Sf oe 
Suemutaneously 34 
” 
» an | | | Unlikely 
\ y Sori | _| L | 
eo wee 
Likely: The com 
mon cause may be 
“Benign” genetic predi 
acanthosis tion 
nigricans 
with regression ee ; 
in center Theoretical possibilities of causation of syn- 
after puberty drome: 
Relationship Between Dermatosis and Tumor 
Principle Involved. Activation, not necessarily causation, of dermatosis by tumors 
demonstrated by regression and/or progression of dermatosis following removal 
and/or recurrence of tumor, respectively. 
ACANTHOSIS NIGRICANS NOT ASSOCIATED WITH TUMOR is 
called “benign.” This genodermatosis is genetically and otherwise distinct from 
malignant acanthosis nigricans, although the two may look clinically and_histo- 
logically alike. However, analysis of course of dermatosis and age of patient at 
onset of dermatosis shows important differences between the two types. Moreovef, 
only in “benign” acanthosis nigricans have familial cases, unilateral involvement, 
and activation of cutaneous changes at puberty been obseryed. é 
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Age.— Adults. 








DERMATOSES—MALIGNANT TUMORS 


DERMATOMYOSITIS 
Clinical Picture 


Characteristic changes of skin (of face, scalp, neck, and upper and lower extremities), muscles 
(especially those of shoulder girdle, arms, and neck), and inner organs (particularly the heart) 
in patients in whom a tumor is present or supervenes shortly. 


Sex.—Both sexes, but fe- 
males predominate. 





Patient has carcinoma of cervix with metastases. Muscle biopsy (same patient) 


.- (Courtesy of Drs. A. C. Curtis, H. C. Blaylock, and E, R. Harrell Jr.) 


Tumor Type—In women: Frequent: adenocarcinomas of ovary 

(often bilateral), sometimes tumors of 
granulosa cell origin; adenocarcinoma 
of breast (sometimes bilateral). 
Less frequent : Squamous cell carcinoma 
of cervix or vagina; Osseous sarcoma; 
multiple myeloma, retroperitoneal sar- 
coma, and tumors of parotid gland. 


In men: Cancer of stomach, esophagus, gall 
bladder, kidney, and lung; also leuke- 
mia, lymphosarcoma, and Hodgkin’s 
disease. 


Note: The relatively high incidence of bilateral ovarian and mam- 
mary cancers is noteworthy! 


: : Incidence in Cases of Dermatomyositis—In 17.7% (Curtis, Blaylock, 
Squamous cell cancer cervix (same patient). and Pursell Jr.) 


12.9% (Schuermann) 


Relationship Between Dermatosis and Tumor 


Sequence of Events.—Dermatomyositis preceding tumor—in all cases reviewed by Curtis, Blay- 
lock, and Harrell Jr. and in several other instances. 
Tumor preceding dermatomyositis—in a number of cases. 


Principle Involved—Following treatment of tumor, improvement of dermatomyositis has been 
noted in many instances; progression of tumor, however, has not always been accompanied 
by exacerbation of dermatomyositis. Although in the majority of cases dermatomyositis 
precedes the tumor, it is generally. believed that the cutaneomuscular changes are dependent 
on the neoplasm. 


Speculation as to Causation.—The catabolic products of the neoplasm act as allergens or toxins 
and serve as the trigger mechanism in causing the cutaneous changes (Curtis, Blaylock, and 
Harrell Jr.) 





Dermatomyositis Without Tumor runs a less acute course, with recovery, improvement, or 
slow progression. 
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ERYTHEMA MULTIFORME (Toxic cymes) 


1. In patients who received radiation therapy for tumor.) 
Clinical Picture 


Generalized erythematous, papular, papulovesicular, bullous, scarlatiniform, or exfoliative erup- 
tions in patients who received deep x-ray or radium therapy for malignant tumors or post 
operatively. The eruption is often associated with fever and other constitutional signs; it 
subsides: after several -days.. (Rothman observed. a dermatitis-herpetiformis-like _ eruption 
following roentgen treatment of round cell sarcoma of thyroid.) 

Sex—Both séxes 

Age.—“Cancer age” 

Tumor Type.—Cancer of tongue, stomach, uterus, and breast; bronchogenic carcinoma; medi- 
astinal lymphoblastoma; retroperitoneal lymphosarcoma, and myosarcomatosis. 

Relationship Between Dermatosis and Tumor 

Sequence of Events—The dermatosis appears 1 to 21 days after deep radiation therapy of 
malignant tumor. 

Principle Involved.—Since the cutaneous eruption has been and can be reproduced by repeated 
irradiation of tumor (Schreiner, Maccagno, Davis, and Pack), the dermatosis seems due to 
the effect of radiation on the tumor. 

Speculation as to C. ausation.—Cutaneous eruption results from absorption of cellular degeneration, 

probable protein distintegration of tumor tissue and of normal tissue as well (Arzt and Fuss). 


(Right) Erythema multiforme in man aged 
63 suffering from primary adenocarcinoma of 
adrenals, with metastases to _ periaortic, 
inguinal, mediastinal, and cervical nodes. 
(Courtesy Drs. H. Shatin, Veterans Adminis- 
tration Hospital, and J. F. Raycroft.) 


(Left) Skin biopsy showing erythema multi- 
forme (same patient). 


(Courtesy Dr, H. Shatin.) 


(Right) Left supraclavicular lymph node 
showing metastatic adenocarcinoma (same 
patient): (Courtesy Dr. H. Shatin.) 





2. In patients who did not receive radiation therapy for tumor. 
Clinical Picture 


Generalized erythematous (sometimes simulating eruption of lupus erythematosus), papular, 
papulovesicular, bullous, or polymorphic lesions in patients with malignant tumors. 


Sex.—Both sexes 

Age.—Adults 

Tumor Type—Cancer of stomach, metastatic adenocarcinoma originating in adrenals or lung, 
retroperitoneal sarcoma(?) 

Relationship Between Dermatosis and Tumor 

Sequence of Events—The tumor is evident at the time the dermatosis appears, 

Speculation as to Causation—The eruption is due to toxins released by the tumor. 





Erythema Multiforme Without Tumor occurs in Prarasrussnal (recurrent) form or is due 
to toxic or infectious causes. \ 
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(Courtesy of Drs. C. W. Lane and 
E. P. Alexander.) 


Note resemblance of grain of knotty 


ERYTHEMA GYRATUM REPENS 
Clinical Picture 


On trunk, neck, and extremities irregular, wavy bands with 
peculiar gyrate or serpiginous outline, which is constantly 
changing. The lesion shows marginal or collarette type of 
desquamation. At the time of development of the dermatosis, 
a primary tumor or metastasis is noted. 


Sex.—Men and women. 

Age—NMiddle-aged adults. 

Tumor 7 ype.—Adenocarcinoma of breast with metastases and 
anaplastic oat cell carcinoma of lung. 

Histology.—Poorly differentiated adenocarcinoma of breast and 
anaplastic oat cell carcinoma of lung. 

Relationship Between Tumor and Dermatosis 

Sequence of Events.—The cutaneous eruption and the tumor 
appear at about the same time. Regression of dermatosis 
has been noted after removal of tumor. 

Speculation as to Causation —The centrifugal eruption is caused 
by allergy to a carcinotoxin (Gammel) 


Anaplastic oat cell carcinoma of the lung 


{foumteny Drs. J. L. Mudd, C. W. Lane and 
. P. Alexander.) 


Biopsy of skin lesion Adenocarcinoma of breast (Courtesy Dr. J. A. Gammel.) 












5-year-old boy suffering f: 
po dean (Courtesy Drs. P. Paracchi and V. Pricolo. 





HERPES ZOSTER 
Clinical Picture 


Characteristic unilateral eruption corresponding to course of 
spinal or cranial nerves. In patients suffering from neoplastic 
disease, generalized herpes zoster is relatively frequent, amount- 
ing to 50% to 58% of cases of herpes zoster. At the time of the 
development of the dermatosis the neoplasm has already been 
apparent. The majority of patients, but not all, had received 
radiation therapy for tumor prior to outbreak of dermatosis. 


Mechanism 


The dermatosis is due to changes within the afferent portion of 
the reflex arc. 


Tumor Type—Lymphosarcoma, Hodgkin’s disease, lymphatic 
leukemia; less often, myeloid and monocytic leukemia. 
Tumors of women: Cancer of breast or uterus, and car- 
cinoma or sarcoma of ovaries. 

Tumors of men: Gastric cancer and seminoma. Among the 
neoplasms those with metastases prevail. 


Herpes zoster in man suffering from 
Hodgkin’s disease. (Courtesy Dr. Victor 
Newcomer.) 


rom Hodgkin’s disease and herpes zoster of the scapular 






















Herpes zoster of left side of back in 
51-year-old woman appearing 45 and 
29 months, respectively, following two 
mastectomies and 10 to 12 months 
after radiation therapy for a question- 
able intraductal carcinoma of left 































mammary gland. 

Relationship Between Tumor and Dermatosis 

Sequence of Events.—The neoplastic disease precedes herpes zoster in all cases. In most instances 
irradiation of tumor took place 4 to 40 months prior to appearance of cutaneous lesions; 
however, the tumor was not irradiated in every instance. 

Location of Herpes Zoster—The eruption frequently occurs in segment corresponding to tumor 
or metastasis. 

Principle Involved.—By infiltration, pressure, or toxic influences on the reflex arc, the tumor 
or metastases create ideal conditions for the activation of the herpes zoster virus. 

Incidence of Herpes Zoster in 


Hodgkin’s disease 4.5% (Craver and Haagensen) 
Hodgkin’s disease 0.06-13.4% (Various authors) 

Lymphosarcoma 7.0% (Craver and Haagensen) 
Lymphatic leukemia 0.9% (Craver and Haagensen) 
Mammary cancer in general 4.0% (Pendergrass and Kirsh) 
Mammary cancer with metastasis 5.0% (Pendergrass and Kirsh) 
Mammary cancer without metastasis 3.0% (Pendergrass and Kirsh) 


Note: In the general population herpes zoster constitutes 1% to 2% of all dermatoses. 





Herpes Zoster Without Tumor.—Occurs spontaneously or is caused by toxic, infectious, or 


traumatic factors. 
ISOLATED OBSERVATIONS 
Acute and subacute dermatitis with epidermal necrosis and consecutive hyperpigmentation asso- 
ciated with islet cell type of pancreatic cancer in woman aged 45 (Becker, Kahn, and Rothman). 


Erythematous dermatitis with ulcers leading to atrophy, associated with gastric cancer with 
necrosis in woman aged 62 (Becker, Kahn, and Rothman). 


Erythematosquamous dermatosis with palmar and plantar hyperkeratosis and porokeratosis of 
fingers associated with vegetating carcinoma of tongue with metastasis (Gougerot and Rupp). 


Pellagroid-like dermatosis of face, dorsum of hands, and upper part of chest and back associated 
with gastric cancer in woman aged 42 (Beron). 


Exfoliative, generalized, subacute erythroderma associated with cancer of cervix. Disappearance 
of eruption following extirpation of tumor (Schweigl). 


Purpuric eruption simulating serum sickness or rubeola associated with sarcoma of thyroid gland 
with bone metastases in man aged 62 (Ramel). 


Seborrheic dermatitis with advanced carcinoma (Forman). 
Palmar and plantar erythema and spider nevi of face in man suffering from lung cancer (Forman). 
\ 
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Dermatitis herpetiformis in patient with Skin biopsy showing changes characteristic of dermatitis herpetiformis 
repo al of ovary with necrosis. (same patient). 
urtesy Dr. N. Tobias.) 


DERMATITIS HERPETIFORMIS 
Clinical Picture 


Grouped papulovesicular lesions on erythematous base on trunk and extremities with occasional 
involvement of oral mucous membranes in patients with malignant tumor. 


Sex.—Men and women. 
Age.—Adults 


Papillary cancer of ovary 
(same patient). 





Tumor Type.—Necrosis is present in some but absent in other tumors. Papillary cancer of 
ovary with central necrosis; carcinoma or sarcoma of thyroid; adenocarcinoma of uterus; 
cancer of vulva, cervix, pancreas, stomach; choriocarcinoma; deciduoma; Hodgkin’s disease. 


Relationship Between Dermatosis and Tumor 
Sequence of Events—Usually the tumor is evident at the time the dermatosis is developing. 


Principle Involved.—Necrotic tumors are considered more liable to produce the dermatosis. 
Regression of eruption has been observed following treatment of tumor, but recurrence of 
tumor has not always been followed by reappearance of dermatosis—a fact due, perhaps, to 
absence of necrosis of recurrent tumor. 


Speculation as to Causation.—It is believed that toxic products of the tumor give rise to cutaneous 
eruption (Tobias). Weidman and Forman stress the effect of gonadotropic substances. 





Dermatitis Herpetiformis Without Tumor. —In idiopathic form or associated with various 
disorders, such as bronchiectasis, hyperthyroidism, and focal infections or following total 
parathyroidectomy, vaccination, etc. 
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Localized scleroderma in Negro woman with 
recurrent epidermoid cancer of the cervix and 
generalized carcinomatosis. 


ARE TUMORS AND THE FOLLOWING DERMATOSES MERELY FORTU1- 
.TOUSLY ASSOCIATED OR DEFINITELY INTERRELATED? 


Scleroderma 


While absence of the association of scleroderma with malignant internal tumors has been 
expressly noted (Schuermann, Kyrle, and Follman), isolated observations of this association 
exist (Haensch; Hildebrand; Curtis, Blaylock, and Harrell Jr.) but proof of a causal 
relationship is still lacking. 

Author's Case—A 48-year-old negro woman with a history of hysterectomy in 1938 showed 
in 1952 signs of recurrent epidermoid cancer of the cervical stump and, in spite of extensive 
x-ray and radium treatment, generalized carcinomatosis. Localized scleroderma has been 
slowly progressing since 1944 


LUPUS ERYTHEMATOSUS 


While some authors (Forman; Curtis, Blaylock and Harrell Jr.) observed the association of 
lupus erythematosus with malignant internal tumors, proof of a causal relationship is still 
lacking. Moreover, in some reports the dermatosis resembling dermatomyositis or erythema 
multiforme was uncharacteristic. 


UNILATERAL NEVI 


The association of malignant internal tumors in early adult life with systemic unilateral nevi 
present since birth or childhood has been reported by Pack and Sunderland. In three of 
their four patients with unilateral nevi mammary adenocarcinoma, epidermoid cancer of the 
esophagus or epidermoid cancer of uncertain origin developed. 

Author's Case.—A patient born with unilateral epidermal nevus on right side of abdomen showed 

at puberty extension of nevus and symmetric benign acanthosis nigricans. The symmetric 

manifestations disappeared after adolescence. At age of 32 years, he developed mucoepidermoid 
cancer of left parotid gland. The symmetric lesions did not reappear. (This patient does not 
suffer from malignant acanthosis nigricans.) 

Since in these cases the tumor does not seem to activate the unilateral lesion, proof of a definite 

relationship between the two manifestations will have to come from a statistically significantly 

high incidence of the association. 





Biopsy showing scleroderma (same patient). 
(Courtesy Dr. G. F. Machacek.) 





Acanthotiform nevus. Mucoepidermoid cancer of left ee gland. 


(Courtesy Drs. H. R. Tollefsen and F. . Stewart.) 
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DERMATOSES—MALIGNANT TUMORS 


CONCLUSIONS AND SUMMARY 
TUMORS 
Intestinal polyposis figures in various syndromes. Polyposis, particularly of the 
small intestine, is associated with pigmentation of the oral mucosa, lips, and digits, 
while polyposis, particularly of the large intestine, is associated with multiple char- 
acteristic cutaneous and osseous changes. In both instances transition from polyp 
to adenocarcinoma has been observed. Lung tumors are associated with pachy- 
dermoperiostosis. Highly malignant adenocarcinomas of various internal organs 
are found in association with “malignant” acanthosis nigricans. Tumors of the 


reticuloendothelial system and Hodgkin’s disease occur with acquired ichthyosis. 
Present in the two observations of erythema gyratum repens were mammary 


adenocarcinoma and anaplastic oat cell carcinoma. 

Not limited to special types or locations are the tumors occurring in combination 
with other dermatoses. However, dermatomyositis shows a relatively high incidence 
of accompanying bilateral ovarian and mammary tumors—not found in association 
with other dermatoses. The possibility that it is the necrosis of a tumor which causes 
cutaneous eruptions finds some support in observations such as the one which showed 
that only a necrotic tumor, and not the recurrent neoplasm without necrosis, was 
accompanied by dermatitis herpetiformis. Tumors treated with deep irradiation— 
shortly prior to the cutaneous outbreak—are accompanied by transitory erythema- 
multiforme-like eruptions. Persistent erythema multiforme occurs with adenocar- 
cinoma and sarcoma. 

Not yet proved is the relationship between tumors and scleroderma, lupus ery- 
thematosus, or unilateral nevus. 

DERMATOSES 

Associated with the various malignant internal tumors are inflammatory, pig- 
mentary, proliferative, atrophic, vascular, or nevoid cutaneous changes, sometimes 
in combination. In some syndromes the cutaneous process is regularly accompanied 
by similar disturbances in other systems, such as muscles, bones, etc. 


THEORIES AS TO PRINCIPLES INVOLVED 

Various principles seem to play a role in the relationship between the tumor and 
the dermatosis. Genetic relationship explains the associations of intestinal polyposis 
and cutaneous and/or osseous changes. A genetic predisposition to tumor and der- 
matosis may be underlying “malignant” acanthosis nigricans. In addition, the cancer 
activates acanthosis nigricans. The tumor which leads to pachydermoperiostosis is 
complicated by anoxemia of peripheral tissues. Substances of irradiated and non- 
irradiated, as well as of necrotic or non-necrotic, tumors may cause toxic or allergic 
cutaneous reactions. Alteration of liver function due to neoplasm or metastases may 
lead to changed vitamin A and B metabolism and a disturbed estrogen-androgen 
balance. Hormonal imbalance may play a role in many tumors. Some tumors may 
even produce nonphysiological steroids. By mechanical means or toxic effects the 
(irradiated) tumors or leukemias may create ideal conditions in the afferent portion 
of the reflex arc for the activation of the herpes zoster virus. 


CAUSE OF ASSOCIATION 
While disappearance of the dermatosis after removal of the tumor and reappear- 
ance of the dermatosis with recurrence of the tumor point to some causal connection 
between tumor and dermatosis, it would be wrong to assume the tumor to be the 
sole cause of the cutaneous eruption in every such instance. The catabolic substances 
of the neoplasm may serve as the trigger mechanism for skin predisposed to various 
pathologic processes by genetic, allergic, or other factors. 
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BISMUTH ARTHRALGIA 


ISRAEL ZELIGMAN, M.D., Med.Sc.D. 
BALTIMORE 


Heavy-metal therapy has been used for many years in the treatment of syphilis, lupus 
erythematosus, lichen planus, verrucae, and other diseases. Today when a heavy metal is indi- 
cated, because of its relatively low toxicity, bismuth has almost completely replaced mercury. 

Hudelo and Rabut * early described the side-reactions of bismuth therapy. They discussed 
bismuth line, bismuth stomatitis and gingivitis, gastrointestinal reactions, jaundice, dermatoses 
of various kinds, renal disorders, neurological and psychological reactions. They also included 
joint and muscular pains, particularly in the lumbar, knee, leg, thigh, scapulohumeral, shoulder, 
arm, and forearm regions. These pains were exacerbated with each injection and disappeared 
rapidly after cessation of treatment. Such manifestations of arthralgia and myalgia were found to 
be related to “bismuth grippe” or “bismuth asthenia,’ which is characterized by fever, chills, 
sweats, headaches, malaise, general weakness, lassitude, anorexia, vomiting, and diarrhea, together 
with myalgia and arthralgia; these were said to follow bismuth therapy with or without recur- 
rence after each injection. Some seven examples of this disorder were cited by Genevois.? 

Genner * found that in his series of syphilis cases arthralgia developed in 4% treated with 
arsphenamine alone, in 42% treated with bismuth alone, and in 54% with combined therapy. 
Vigne 5 reported 8.8% total reactions necessitating discontinuation of bismuth therapy. Stomatitis 
was by far the commonest reaction, but bismuth asthenia, grippe, or arthralgia was the second 
commonest cause, representing 10% of the reactions. Of 625 patients treated for syphilis by an 
arsenical-bismuth regime Moller 6 noted 89 cases of bismuth arthralgia. 

Gaté and Gardére 7 and also Gougerot and Peyre ® were among the first to report instances of 
bismuth grippe. Later Gaté, Thiers, and Cuilleret ® described four additional cases of bismuth 
grippe with typical reactions of fever, chills, weakness, fatigue, arthralgia, muscular aches, 
anorexia, and indigestion. 

Curtz 1° has recently reported on the appearance of bismuth arthralgia in 19 of 143 patients 
treated for syphilis with bismuth subsalicylate. Of the 19 patients, 8 were males and 11 females 
(total 74 males, 69 females). The pain and stiffness were present in and around the large 
extremital joints, especially the shoulder joints, and there was generalized muscular tenderness. 
Symptoms were more pronounced in the morning. The earliest onset in three cases was subse- 
quent to the eighth injection. In six cases the symptoms developed after the first course of 
therapy. 

In the United States there have been very few reports of bismuth arthralgia, Stokes 14 
grouped these reactions under the heading “bismuth asthenias” as follows: 

a. Simple—cephalalgia, rheumatoid pains, backache, weight loss. 

b. Bismuth grippe—aches, pains, fever suggesting acute infection, followed by weight 

loss. 

c. Grippe—with psychic symptoms. 

Moore !? stated that in a rare patient each injection of bismuth is followed by generalized 
malaise, slight fever, and grippe-like aching of the bones and joints. On rare occasions he found 
this reaction severe enough to necessitate the substitution of mercury for bismuth. 

More recently when Pascher and associates 18 reported on the treatment of 92 patients with 
various dermatoses treated with bismuth sodium triglycollamate (Bistrimate), therapy was 
discontinued in nine cases because of reactions, but none had arthralgia. On the other hand 
Sawicky 14 reported one reaction in a patient treated with bismuth sodium triglycollamate for 
chronic discoid lupus erythematosus. His patient developed muscular pains in all four extremi- 
ties; after a rest period of two weeks, treatment was resumed without untoward effect. 





* References 1 and 2. 
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BISMUTH ARTHRALGIA 


REPORT OF CASES 


Case 1—M. G., a 22-year-old married white woman, was first seen Aug. 30, 1948, for 
multiple verrucae on the hands. She had previously been treated unsuccessfully with various 
acids and with fulguration. Therapy was initiated with intramuscular bismuth subsalicylate in 
oil (1.5 cc. = 0.195 gm. bismuth subsalicylate). After three such injections, because of gluteal 
pain, bismuth sodium triglycollamate was substituted for the oily suspension. She took only two 
tablets at bedtime, approximately 11 p. m. By 2 a. m. she had developed stiffness and aching of 
the muscles and joints of the lower extremities. At 4 a. m. I was notified, and she was instructed 
to take no further bismuth sodium triglycollamate. The next day there was moderate improve- 
ment and she was able to walk though with some difficulty. The myalgia gradually decreased 
and had completely disappeared within a week. Upon the resumption of bismuth subsalicylate 
several weeks later there was no recurrence of the myalgia, but a pruritic eczematous eruption 
appeared on the dorsum of the right hand and on the anteromedial surface of the right thigh, 
necessitating discontinuation of the medication. 

Case 2—F. S., an 18-year-old married white woman, was first seen Jan. 21, 1950, for an 
eruption on the lips of two years’ duration. Histologic study confirmed the clinical impression 
of discoid lupus erythematosus. Therapy was initiated with bismuth subsalicylate, 1.5 cc., at 
weekly intervals. By the 10th injection, she began to complain of stiffness and aching of the 
muscles and joints of the upper and lower extremities; this reaction appeared a few days after 
each injection. After the 12th injection, bismuth sodium triglycollamate, two pills three times 
daily, was therefore substituted. With the oral medication, the arthralgia and myalgia became 
continuous, especially in the morning, and such that walking and working became difficult. 
Decrease of the bismuth sodium triglycollamate to one tablet three times daily failed to alter this 
side-reaction. By this time the eruption had disappeared, and all medication was stopped. The 
stiffness and aching disappeared, within a week. 

Two months later there was a recurrence of the eruption. With the first injection of bismuth 
subsalicylate there was a return of the arthralgia and myalgia. The dosage of the drug was 
decreased from 1.5 cc. to 1.0 cc., and the muscular and joint symptoms disappeared. After three 
injections of the smaller dosage, severe stiffness of the joints returned, accompanied by fever and 
malaise as well. Since the eruption had become inactive, the medication was again discontinued, 
and the stiffness and aching again disappeared within a week. 

A year later with a return of the eruption on the lips, 14 injections of bismuth subsalicylate 
in oil, 1.0 to 1.25 cc., were given without any recurrence of arthralgia. The administration of 
1.5 cc., however, was followed next day by stiffness and aching of muscles and joints, fever, and 
malaise. This third course of bismuth was a therapeutic failure so this medication was stopped 
and other modalities were used; the side-reactions disappeared within a few days. 

Case 3.—B. W., an unmarried 19-year-old white woman, was first seen for an eruption on 
both cheeks May 21, 1947. For five years she had sustained, following solar exposure, recurrent 
attacks of a dermatitis characterized by erythema, telangiectasia, and slight scaliness; a diag- 
nosis of subacute lupus erythematosus was made. She received five injections of bismuth sub- 
salicylate in oil, 1.5 cc., with marked improvement. For the sake of convenience, bismuth sodium 
triglycollamate, two tablets three times daily was then prescribed; within four days of the oral 
medication, she complained of some stiffness and pain in the upper extremities, lower extremities, 
and the back. When the medication was stopped these symptoms disappeared within five days. 
Though the eruption was no longer present, two weeks later for the sole purpose of drug testing 
she returned to the bismuth sodium triglycollamate. Within three weeks there was a recurrence 
of joint stiffness and aching similar to the previous reaction. 

Three years later, January, 1951, the eruption recurred after three days in southern Florida. 
Eight injections of bismuth subsalicylate caused no development of arthralgia or other side- 
reaction and resulted in complete disappearance of the rash. 

In June, 1951, following exposure to the sun, she again sustained a recurrence of the eruption 
on both cheeks and the nose. With the second injection of bismuth subsalicylate, aching and 
stiffness of the joints and muscles of the shoulders, arms, legs, and back returned. The drug was 
omitted for two weeks, and the reaction disappeared. Three additional injections were then 
administered without untoward effect. 

In the summer of 1952 the rash recurred on the eyelid areas. Four injections of the usual 
dosage of bismuth subsalicylate were received with complete recovery and without arthralgic or 
myalgic reaction. 


109 








A, M. A. ARCHIVES OF DERMATOLOGY 












































Case 4.—E. S., a married white woman 38 years old, was seen Sept. 18, 1951, because of an 
eruption on the cheeks, external auricles, sides of neck, scalp, upper chest, forearms, arms, thighs, 
and legs. She had had the dermatosis since 16 years of age. Histologic and other laboratory 
study confirmed the clinical impression of widespread discoid lupus erythematosus. With the 
second injection of 1.0 cc. bismuth subsalicylate there developed arthralgia and stiffness of and 
about the larger joints of the extremities and of the hands and feet. Since the eruption had 
improved, a dose of 0.5 cc. was then given, but the joint and muscle symptoms were so severe that 
the medication had to be stopped. Several months later, at the urgent request of the patient, 
bismuth sodium triglycollamate, one pill three times weekly, was prescribed, without recru- 
descence of joint symptoms. 

Case 5.—M. L., an unmarried 38-year-old white woman, had previously been treated for 
seborrheic psoriasis and for nickel contact dermatitis. She was seen Oct. 30, 1952, because of 
many verrucae on both hands. Bismuth subsalicylate, 1.5 cc., was administered at weekly intervals 
for seven injections, with disappearance of all lesions. By the sixth injection she had developed 
stiffness of the joints and muscles of the upper extremities, lower extremities, and the back. This 
reaction disappeared within two weeks after cessation of the medication. 





COMMENT 


Despite the prolonged use of and extensive experience with bismuth as a therapeutic modality 
in the treatment of syphilis and various dermatoses, there appears to be no uniformity of opinion 
as to the frequency of bismuth-induced arthralgia, myalgia, “grippe,” or “asthenia.” These mani- 
festations appear to have been not at all infrequent in the European experience, yet few references 
are made to it in the American literature. 

One explanation of the discrepancy between European and American results could be the 
type of bismuth preparation used. In the United States for the most part bismuth subsalicylate 
has been employed, whereas most European reports have mentioned bismuth compounds not 
popular here. On the other hand, Curtz 1° has also used the subsalicylate and had a considerable 
number of arthralgic reactions. ‘ ; 

According to the literature and the findings in this report, the reaction may consist of simple 
arthralgia or myalgia, or these manifestations may be accompanied by fever and malaise (grippe) 
and at times by weakness and various other symptoms (asthenia). Case 2, for instance, at times 
had joint and muscle symptomatology only, and at other times also developed fever and malaise. 

The time of onset also varies. The reaction may occur early during treatment or after con- 
siderable bismuth administration. Furthermore, one cannot foretell whether readministration will 
necessarily result in a return of muscular or joint stiffness or aching; there may be recurrence of 
the symptoms during one course of bismuth therapy and none at some other course. In those 
who manifest this reaction there appears to be some general quantitative relationship between 
dosage and reaction, yet the arthralgia may occur with the first injection of bismuth in one 
course of treatment and not occur at all in another. 

Despite the recent widespread use of bismuth sodium triglycollamate as a convenient and 
effective means of bismuth administration, none other than Sawicky14* had noted muscular 
pains with this oral preparation. Yet Cases 1, 2, and 3 developed much more arthralgia and 
myalgia with bismuth sodium triglycollamate than when they received bismuth subsalicylate in 
oil. 

The five reported cases occurred exclusively in women. A study of the literature does not 
support any definite sex susceptibility, however. 

Joint and muscle stiffness and aching as a reaction to bismuth therapy were completely 
unfamiliar to me till my experience with Case 1. Since my attention was pointedly called to this 
manifestation, four additional cases have been encountered in private practice in a relatively short 
time. In view of this, one may surmise that this reaction, though unusual, is not so rare as would 
appear from the writings of American syphilologists and dermatologists. Discussion with some 
of my colleagues has sustained this viewpoint. 






















SUMMARY 






The literature concerning bismuth arthralgia is briefly reviewed. 
The case histories of five patients who developed bismuth arthralgia are recorded; the 
reactions resulted from the administration of bismuth subsalicylate in oil and/or bismuth sodium 
triglycollamate. 
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TOPICALLY APPLIED TETRACYCLINE HYDROCHLORIDE 


Attention is called to the probably greater incidence of bismuth arthralgia, myalgia, “grippe,” 
or “asthenia” than is apparent in the American literature. 
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TOPICALLY APPLIED TETRACYCLINE HYDROCHLORIDE (TETRACYN) 
IN TREATMENT OF SELECTED DERMATOSES 


Preliminary Report 


: ASHTON L. WELSH, M.D. 
AND 
MITCHELL EDE, M.D. 
CINCINNATI 


Clinical and laboratory observations indicate that the antibacterial activity of the new 
antibiotic, tetracycline, closely resembles and in most respects is almost identical with that of 
oxytetracycline (Terramycin) and chlortetracycline (Aureomycin).1 Therapeutic effectiveness 
of systemically administered tetracycline hydrochloride has, to date, been distinguished by an 
unusually high degree of toleration and reportedly no serious toxic reactions of either a local 
or a systemic character.* 


* References 2, 3, and 4. 























































A. M. A. ARCHIVES OF DERMATOLOGY 


Trial of tetracycline hydrochloride as an external application was undertaken in the treat- 
ment of selected dermatoses with Tetracyn (brand of tetracycline) ointment, a 3% concentration 
of tetracycline hydrochloride suspended in white petrolatum.t 

Patients presenting dermatoses complicated by streptococcal infections with or without 
bacteremia, staphylococcal infections with or without bacteremia, mixed bacterial infections, 
and soft-tissue infections were selected from private practice and observed at intervals of one 
week, or ofterer, as required. Application of the ointment was prescribed once or twice daily. 
The study covered a period of four months. 

All patients in this series received concomitant therapy consisting of irradiation measures 
(when indicated) and other topical and internal agents (as indicated). Only concomitant 
























































Results of Treatment with Tetracycline (Tetracyn) Ointment 

















No. of Cases 
Cc A ’ Response 
Con-. Reactions -—— hos \ 
comitant of No. of Cases 
Internal Previous - A , 
No. Days of Anti- Anti- Failed to 
Cases Diagnosis Therapy biotics bioties Cleared Clear Reaction 
9 Abrasions, lacerations, 1-31 2 a 9 a ab 
wounds, infected 
2 Burns 3-6 1 1 2 ee <3 
3 Cellulitis 7-31 2 Py 3 ke 
21 Eezemas, complicated 2-75 2 6 18 g 1 
by infections of 
mixed etiology 
4 Fissures, chronic 7-35 oe 4 ee 
19 Folliculitis 7-45 2 3 18 1 
9 Furunculosis 7-28 3 1 9 < 
1 Gingivitis, streptococcal 81 1 1 1 ee 
9 Granuloma pyogenicum 7-81 re 9 oe 
4 Herpes simplex, com- 5-21 e ie 4 os 
plicated by infections ‘ 
of mixed etiology 
3 Hydroadenitis suppura- 7-9 2 po 3 
tiva 
18 Impetigo 3-60 6 2 18 
2 Molluscum contagiosum, 14-42 ae ‘an 2 a oe 
secondarily infected 
9 Paronychia 2-90 2 2 9 ria ox 
1 Perifolliculitis capitis 31 1 a 1 ne an 
abscedens et suffodiens 
32 Prophylaxis, following 2-31 1 ss 32 ‘ 
destructive procedures 
1 Pyoderma faciale 60 1 v4 z 
2 Sycosis barbae 7 1 sare 2 
4 Uleers, stasis and 4-60 xe 1 4 
decubitus ; 
7 Infections of mixed 2-7 ae 1 7 pe <e 
etiology, complicating 
other dermatoses 
eo a ay sede se 18 156 2 2 





antibiotic therapy is itemized in the following Table, which summarizes our experience with 
tetracycline ointment. 
COMMENT 

Summary of response of 160 patients with selected dermatoses, treated with topically applied 
tetracycline hydrochloride ointment, reveals that in 156 cases clearance was complete. 

One patient showed no improvement after two weeks and was switched to other agents. 
One patient reported that she “thought” the ointment burned: she stopped using it, and resumed 
use of another ointment. Immediate examination revealed no visible evidence of irritation. 

Eighteen patients had had known reactions to one or more other antibiotics. In 16 of this 
number, the condition cleared on treatment with tetracycline hydrochloride ointment. 

Two patients, of the series of 160, presented reactions to tetracycline hydrochloride ointment. 
Each of these had had previous reactions to two other antibiotics. 

No subsequent moniliasis was observed. 





+ Material for this study was supplied by J. B. Roerig & Company, Chicago. 
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DERMAL ABRASION POSTOPERATIVE DRESSING 


Tetracycline hydrochloride ointment seemed to possess some antipruritic action, which was 
noted particularly in persons with atopic dermatitis and pruritus ani complicated by secondary 
impetiginous infections or folliculitis. 

CONCLUSIONS 

Trial of tetracycline ointment (Tetracyn) in the treatment of 160 cases of selected dermatoses 
indicates that tetracycline hydrochloride is a safe, effective, prompt-acting, broad-spectrum 
antibiotic. 

Preliminary study reveals low incidence of sensitization and limited cross sensitization with 
other antibiotics. 

Further study is warranted. 
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IMPROVED DERMAL ABRASION POSTOPERATIVE DRESSING 


PAUL LEVAN, M.D. 
LOS ANGELES 


As more frequent use is made of the dermal abrasion method for removal of acne scars and 
other similar skin defects, new developments in technique are being accomplished. One important 
phase of the planing process is the use of suitable dressings postoperatively. In the past, various 
topical medications have been applied and sterile gauze dressings utilized for varying periods 
of time. As wider experience has been gained, it has been found that topical medication is 
unnecessary, inasmuch as the inherent local resistance of facial skin to infection is adequate in 
preventing this complication. Many operators merely employ a dry gauze dressing over the 
operative site. After postoperative periods ranging from eight hours to two weeks, the gauze 
dressings are then soaked off. In many instances, the gauze dressing becomes so impregnated 
with blood, serum, and crust formation that removal of the gauze dressings, even after extended 
periods of soaking, results in simultaneous and often premature removal of the crusts. It has 
been found desirable to remove the dressings 24 to 48 hours after abrasion has been accomplished, 
whereas crust formation for six to eight days postoperatively appears to yield better epithelization. 
In order for the dressing to be removed in 24 to 48 hours, leaving the crust undisturbed, a non- 
adherent, but absorbent, dressing was sought. Such a dressing was found in a new inert hydro- 
phobic plastic film, perforated by pores large enough to pass the exudate of abraded surfaces, but 
small enough to exclude granulation buds. This plastic film is bonded to Webril nonwoven 
highly absorbent cotton fabric.* 

When the above-described plastic-coated dressing is utilized, drainage from the operative 
site is readily absorbed through the perforations in the plastic membrane, while complete non- 
adherance of the dressing to the operative site is maintained. At the end of 24 to 48 hours, or a 





From the Division of Dermatology, Department of Medicine, University of California 
Medical Center. 


* This dressing material is marketed under the name of “Telfa Non-Adherent Strip” and 
is manufactured by Bauer & Black, Division of the Kendall Company, Chicago. 
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longer period, if desired, the dressing can be readily removed without soaking and without dis- 
turbing the underlying crusts. Experience with this dressing in the dermal abrasion technique 
has been found to be most satisfactory and a valuable adjunct in postoperative routine. 


6317 Wilshire Blvd. 





SUBACUTE SUBCUTANEOUS ENDOPHLEBITIS OF THE 
ANTEROLATERAL THORACIC WALL 


LEONARD D. GRAYSON, M.D. 
BROOKLYN 
AND 
LEONARD C. SCALZI, M.D. 
BRIDGEPORT, CONN. 


In a recent article by Feldman and his associates 1 the 23d case of “Mondor’s disease” was 
reported. The description presented by these authors called to attention a similar case seen in 
the private practice of Drs. Sulzberger and Witten, in which the diagnosis had not previously 
been made. 

REPORT OF A CASE 

The patient, C. H. O., a 37-year-old white woman, had been under treatment for pemphigus 
erythematodes (Senear-Usher syndrome) for four months. During that period oral cortisone 
completely controlled the eruption. At the time of a visit on Oct. 22, 1953, the patient complained 
of tenderness of the face and the right anterior chest. She stated that she experienced the 
sudden onset of a “bruise-like soreness” on the right side of her chest, about four days before, 
when reaching with her right arm to take something off a high shelf. This aching feeling persisted 
even after lowering of her arm. During the next several days the sensation became more painful 
and was aggravated by deep inspiration and by stretching the right arm upwards. 

Physical examination revealed a tender cord, 3 mm. in width, extending downwards in a 
straight line from approximately the level of the right 10th rib to the anterior portion of the iliac 
crest. The cord was 4% in. (11.4 cm.) from the anterior midline, and 4 in. (10,1 cm.) from the 
right midaxillary line. Inspection revealed a 1 mm. linear depression of the skin surface over- 
lying the cord-like mass. This became markedly apparent when the patient extended her right 
arm upwards. The clinical picture strongly suggested a phlebitis of the lateral thoracic wall, and 
that was our presumptive diagnosis. On careful examination of the face we could find no cause 
for the soreness nor could we elicit tenderness. In view of the cortisone therapy the question 
arose as to what, if any, role this steroid might have played in the formation of the presumptive 
lateral thoracic phlebitis. After much deliberation it was decided that because of the pemphigus 
erythematodes it would be preferable to continue the cortisone. The family physician was notified 
and it was arranged for him to observe and follow the patient’s clinicai course. 

On Feb. 16, 1954 (121 days after the onset of symptoms) when the patient was seen again, she 
stated that the pain had persisted in its original intensity for two to three weeks and then gradu- 
ally become less severe until it disappeared completely sometime in January (about three months 
after the onset of symptoms). 

Physical examination of the originally involved site revealed a barely visible linear depression 
of the skin and then only when the right arm was extended upwards. The cord could still be 
palpated between the 10th rib and the anterior iliac crest, but it was much narrower, softer, and 
no longer tender. 

On March 22, 1954, the patient was again seen. At this time both subjective and objective 
signs of the thoracic cord were absent. 

COMMENT 


Subacute subcutaneous “trunculitis” of the anterolateral thoracic wall, as Mondor referred 
to this condition,* has been reported in 17 women (our patient being the 18th) and six males. 
The patients were usually over 25 years of age. The etiology is unknown, although in six cases 


* References 3 and 4. 
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there was a history of a previous operation (the excision of a cyst of the breast,t the removal 
of a breast because of malignant tumor,* the excision of a fibroma of the breast, a thyroid- 
ectomy,* and an appendectomy.* The literature refers to trauma as an antecedent occurrence, 
but specific reference as to the type or severity is lacking (although Leger had a case in which 
the appearance of the cord occurred three days after the patient struck herself against the back 
of a chair, and Mondor had a patient who developed a cord after falling against the edge of a 
trunk *). No pathogenic micro-organism has been isolated, and all the bacteriologic examina- 
tions performed have been negative. Hematologic studies have revealed white cell counts of 
10,000 to 12,000, with monocytosis. However, many of the cases had completely normal blood 
pictures. Three patients had 5 to 8% eosinophiles in the peripheral blood. Chest x-rays, when 
taken, were reported as negative. The disease has an insidious progressive onset, although 
prodromal symptoms have been reported. Sudden onset of anterolateral chest wall pain made 
worse by deep inspiration, and followed in four to five days by the appearance of the cord, has 
been complained of. Some of the patients have noticed sudden onset of lower lateral chest wall 
pain, unaffected by respiration, which soon localized to a smaller area as a sensation of heat and 
was followed in one month by the appearance of the cord.” i 

Physical examination has revealed no inguinal or axillary adenopathy. The mammae are 
usually free of lesions. A slight elevation of temperature has been recorded in some patients. 
Intermittent bradycardia with rates as low as 40 has been reported. After the cord has made its 
appearance, symptoms have ranged from a tight sensation of the overlying skin to pain in the 
axilla coursing down the arm and up into the neck. Systemic complaints are usually absent. 
However, Leger described a case in which there were limb pains and two episodes of gastro- 
intestinal bleeding ; all gastrointestinal examinations were negative. The thoracic cord previously 
present disappeared one week later. Leger stated that the gastrointestinal involvement might 
be related physiopathologically to the phlebitis.? 

The diagnosis of this endophlebitis is made by inspection and palpation. Raising the arm and 
breast of the affected side (usually the left) reveals the cord. The overlying skin appears 
uninvolved, although in one case this was infiltrated and thickened, and in another it was 
erythematous. The cord is adherent to the skin above it and moves with it so that the overlying 
skin may be furrowed and has been described as having an orange peei appearance. The cord 
does not appear to be attached to the deeper layers. It has been described by Mondor as com- 
parable to a “urethral sound” or a “quill of a pen.” * The cord is a vertical or oblique line 2 to 
3 mm. wide, anchored at the breast and infracostal regions, crossing the inferior margin of the 
ninth rib, and extending 8 to 12 in. (20 to 30 cm.) to the pelvic and inguinal areas, where it 
gradually “loses itself in the skin.” 2 Cases also have been reported in which it extends from the 
axilla to the breast.5 On palpation of the cord one may evoke tenderness. It has been described 
as fibrous, indurated, and almost cartilaginous. The cord is usually single; however, several 
variations have been observed. A doubling of the cord was seen in two cases.* Trifurcation of 
the distal end has been described. 


The prognosis is good, most cases regressing spontaneously and disappearing in three months. 
No sequelae have been reported. In one case, six weeks after the cord disappeared from the 
lateral chest wall, a second cord appeared extending from the breast to the axilla.? 

The pathologic process appears to be a local obliterative endophlebitis with some thrombosis 
of the thoracoepigastric vein and involvement of the smaller veins and lymph channels in the 
vicinity. Mondor * gives the following histologic description: “. . . wall of the vessel was not 
normal, it contained a network of connective fibers, smooth muscle fibers, and no elastic fibers. 
Moreover it was edematous. The intimal layer was swollen and. projected into the lumen. 
. . .” “In some specimens the lumen was obliterated. . . .” “These are therefore cases of sub- 
acute endophlebitis and obliterating endophlebitis with degrees of thrombosis.” He also states 
that the accompanying artery appeared normal. 


SUMMARY AND CONCLUSION 

A case of endophlebitis of the thoracoepigastric vein has been presented, together with a 
review of the literature on the subject. With the exception of Feldman’s article 1 and our case, 
all the material in this presentation has been obtained from the French literature. Mondor,* how- 
ever, mentions a Dr. Alexis Moschowitz in New York who described a similar condition. 


+ References 4 and 5. 
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Anterolateral thoracic endophlebitis occurs predominantly in women over 25 years of age. 
Trauma has been described as a causative factor. Of the reported cases 25% had a history of a 
previous operation (66% of these consisted of breast surgery). The phlebitis is progressive 
in onset but self-limited (three months) in duration. The usual complaints consist of pain and 
tenderness. Physical examination reveals a cord-like structure (usually on the left side) extend- 
ing from the breast area to the pelvic and inguinal regions. Microscopic examination reveals a 
local obliterative endophlebitis. 
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ROENTGEN RAY EPILATION UNDER ANESTHESIA 


EUGENE L. SAENGER, M.D. 
CINCINNATI 


In the recent epidemics of tinea capitis there is occasionally a need for roentgen epilation 
of children under the age of 3 years. While in many children this procedure can be carried out 
easily in the ordinary manner, there are some children whe can be treated only after being 
anesthetized in order to insure immobilization. Such a procedure is especially indicated in a 
family in which several children are infected. If one child is left untreated, he then serves as 
a reservoir, making the possibility of reinfection of the older children after their initial succesful 
epilation very likely. 

MacKee and Cipollaro state that as a rule it is impossible, or at least very difficult, to 
depilate the entire head of a child under 2 or 3 years of age for the simple reason that the 
patient will not remain quiet.* 

In the past three years at the Children’s Hospital 10 children have been epilated by 
roentgen therapy under anesthesia. In the same period approximately 250 children have been 
epilated in the routine manner without anesthesia. 

Epilation under anesthesia should be done in the hospital. The child is admitted on the 
evening before treatment, and a suitable physical examination is done. Necessary preanesthesia 
preparations were made. It is not advisable to carry out this treatment on an ambulatory basis, 
since the parents are sometimes ignorant of the exact procedure. Occasionally a child will have 
been fed just before anesthesia, thus permitting possible unnecessary complications. 

Atropine should be given in appropriate doses before induction of anesthesia. Drop ether 
is preferred as to anesthetic for this procedure for the reasons described below. Intravenous 
barbiturates, such as thiopental (Pentothal) sodium and basal anesthesia, are more difficult to 
control in these very young children and require a longer time for recovery. With basal anesthesia 
supplemental drop ether may be required anyhow. During radiation therapy the various treat- 
ment positions require marked flexion and extension of the head, and require the face to be in 
contact with the treatment table. Because of the requirements of these positions, the use of 
long-acting anesthetics is more difficult. 

The exposed portions of the face are covered with lead foil. It is not practical or necessary 
for the anesthetist to be with the patient during the actual treatment, for several reasons. If 
the patient is properly prepared and drop ether is used, there is no danger of aspiration of 





Dr. Saenger is at present a Major in the Medical Corps, United States Army. 
From the Department of Radiology, University of Cincinnati, College of Medicine, and the 
Children’s Hospital, Cincinnati. 
* Reference 1, pp. 355-356. 
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secretions or of laryngospasm, as the degree of anesthesia need not be deep. Aspiration can be 
carried out after each of the five areas have been exposed. An anesthetist would receive an 
unnecessary amount of radiation by remaining at the side of the patient during treatment. By 
remaining in the x-ray control room he can observe the patient during the procedure, and the 
x-ray beam can be interrupted immediately if the patient experiences difficulty. An adequate air- 
way must be maintained during the entire procedure. Means of resuscitation must be ready. 

The possibility of explosion of anesthetic agents must be considered. The x-ray equipment 
must be shock and explosion proof, and suitable ventilation must be provided.? 

The epilation technique which is used is the standard five-portal Adamson-Kienbéck technique 
as described by MacKee and Cipollaro.t After the child is suitably anesthetized, the head is 
immobilized with sandbags. The back, face, and ears are covered with lead foil of proper 
thickness. If sandbags are properly placed, no one need be in the treatment room while the 
X-ray tube is energized. After one or two portals have been treated, the epilation must usually 
be interrupted to administer additional ether. The time of the entire procedure rarely exceeds 
30 minutes. Treatment factors are as follows: 120 kvp., 5 ma., 0 added filter, 8 in. target- 
skin distance. Each portal is given 400 r (measured in air). The child is. permitted to go 
home as soon as he has recovered from anesthesia. There is transient nausea, vomiting, and 
headache, which disappear within 24 hours. These mild symptoms require only symptomatic 
medication. They are not, however, prevented by the anesthesia. 

All of the epilations done under anesthesia have been successful, with cure of the tinea. 
There have been no complications except for the mild radiation reaction described above. 


SUMMARY 


A simple technique for roentgen epilation under anesthesia is described. This method is 
particularly useful in children under the age of 3 years who are unable to cooperate. 





+ Reference 1, pp. 347-378. 
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HYDROCORTISONE (COMPOUND F) FREE ALCOHOL AND 
HYDROCORTISONE ACETATE FOR TOPICAL USE 


A Clinical Evaluation 


LAWRENCE FRANK, M.D. 
BROOKLYN 


CONRAD STRITZLER, M.D. 
QUEENS, N. Y. 
AND 
JEROME KAUFMAN, M.D. 
BROOKLYN 


The following clinical study was done to compare the effects of hydrocortisone free alcohol 
and hydrocortisone acetate as topical medicaments and to evaluate the most practical concentra- 
tion for topical therapy. Although cortisone differs from hydrocortisone in only structural 
details—there is a ketone group at the C-11 position in the steroid nucleus in place of a hydroxyl 
radical—cortisone has been found to be rather ineffective topically 1 in suppressing inflammatory 
reaction in the skin. On the other hand, hydrocortisone, which is believed to be the principal 
hormone secreted by the adrenal cortex,? is effective. The superior effect of hydrocortisone 





From the Department of Dermatology and Syphiloiogy, State University of New York 
College of Medicine at New York City. 

The hydrocortisone free alcohol and hydrocortisone acetate (Cortril) ointments were supplied 
by the courtesy of Chas. Pfizer & Company, Inc., Brooklyn. 
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after local instillation in the skin, eye, and joints, as opposed to cortisone, is believed 2 to be due 
either to the possibility that cortisone in order to be therapeutically effective must be con- 
verted to hydrocortisone, or that locally applied hydrocortisone is converted more efficiently 
than cortisone into a hypothetically active metabolite. 

Two forms of hydrocortisone have been available for study. Hydrocortisone free alcohol is 
the pure hormone extracted from adrenal cortical tissue and hydrocortisone acetate. The 
acetate is produced by partial chemical synthesis and has been available commercially for 
some time. The free alcohol was originally available in meager quantities only, since its produc- 
tion depended upon two complicated processes of biosynthesis; it is now being prepared by 
chemical synthesis and is more easily produced. Boland states * that significant differences in 
potency exist between these two preparations and care must be taken to distinguish between 
them. Hydrocortisone free alcohol is much more soluble in body fluids than hydrocortisone 
acetate. Hydrocortisone acetate after oral administration was found to have metabolic effects 
of the same intensity as,? or of lesser intensity than,* hydrocortisone free alcohol, given either 
orally or by intramuscular injection. However, hydrocortisone acetate given intramuscularly 
is relatively inert. Because of these clinical and physiological differences, the following com- 
parative study of the topical effects of both preparations was made. Along with this study, 
a comparison of the commercially available 1% hydrocortisone acetate ointment and the 2.5% 
hydrocortisone acetate ointment was included to determine, in view of the high cost of these 
preparations, which was of more practical use for the results obtained. 


METHODS AND MATERIALS 


One hundred forty-four patients with various dermatoses were treated in this series; in 
most instances patients were chosen with eruptions which involved bilateral or symmetrical 
areas. The ointments tested were hydrocortisone free alcohol 1%, hydrocortisone acetate 1%, 
and hydrocortisone acetate 2.5%, all in identical bases. In most persons two of the ointments 
were used on symmetrical areas and, often, a third was used on an adjacent or a third location. 
When symmetrical areas could not be chosen owing to the location, such as a perianal area, 
ointments were alternated, or when a lesion cleared and a relapse occurred, the second or third 
ointment was substituted for comparison. This series included only those patients who were 
able to use at least two of the different medications for comparison. A larger series in which 
only one ointment was used to determine conditions responsive to hydrocortisone will be 
reported at a later date. The ointments were applied two or three times daily for periods of 
from six days to two weeks. The patient’s impression was evaluated in addition to the objective 
evaluation of the examiner; results were graded as excellent, good, fair, and poor. The condi- 
tions treated were atopic dermatitis, contact dermatitis, seborrheic dermatitis, hand eczemas, 
nummular eczema, intertrigo, psoriasis, infectious eczematoid dermatitis, and pruritus ani 
and vulvae. 

In addition to clinical testing, patch tests were applied to the forearms of 31 volunteers. In 
one series, 10 of the 31 volunteers had four patch tests containing 4% podophyllum resin in 
petrolatum applied to one forearm, and on the other forearm four patch tests of the oleoresin 
of Rhus were applied. Those areas that reacted were each treated symmetrically with one of 
the three ointments, and one area on each arm was left untreated as a control. In this manner 
identical reactions of an allergic eczematous nature and a primary irritant nature were treated 
with each of three ointments for a comparison. In the second series of patch tests, 21 patients 
were tested with soft soap liniment (tincture of green soap) on one forearm and the oleoresin 
of Rhus on the other forearm. All 21 reacted to the soft soap liniment, but only 12 reacted to 
the oleoresin of Rhus. These 12 patients treated symmetrical areas with the 1% hydrocortisone 
free alcohol and the 1% hydrocortisone acetate ointments and left one area on each forearm 
untreated as a control. 

RESULTS 


Hydrocortisone free alcohol and hydrocortisone acetate topically were found to be at least 
as effective as, and in many cases dramatically more effective than, conventionally used medica- 
tions in such conditions as atopic dermatitis, contact dermatitis, intertrigo, and pruritus ani 
and vulvae. Nummular eczema, infectious eczematoid dermatitis, and hand eczemas were 
responsive but not to the same degree as the first group. Seborrheic dermatitis responded with 
a decrease in the degree of inflammation, but the primary condition was not altered. All cases 
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of psoriasis responded poorly to topical therapy with the exception of lesions located at the 
perianal area. In this location, a good response was obtained, with decrease in pruritus and 
clearing of the lesions. 

The comparative evaluation of the three ointments revealed that in 144 patients in whom 
a beneficial response was obtained, 31 responded equally to all three ointments. Twenty-six 
patients responded better to the 1% hydrocortisone free alcohol; 15 responded better to the 
1% hydrocortisone acetate ointment, and 12 responded better to the 2.5% hydrocortisone acetate. 
Of 32 patients using only the 1% hydrocortisone free alcohol and the 1% hydrocortisone 
acetate, 13 responded with equal intensity to the two ointments; 12 responded better to the 
hydrocortisone free alcohol, and 7 responded better to the 1% hydrocortisone acetate. Of 
28 patients using the 17 hydrocortisone acetate and the 2.5% acetate, 8 responded equally to 
the two, 8 responded better to the 1%, and 12 responded better to the 2.5%. Of the 10 patients 
given patch tests in the first series, 9 patients devcloped positive reactions to the 4% podophyllum 
in petrolatum, and 5 patients developed reactions to the oleoresin of Rhus. Two other patients 
subsequently developed reactions to the oleoresin five and seven days after the patches were 
removed. Five of the nine patients with the podophyllum reactions and five of the seven with 
Rhus reactions found that, despite frequent daily applications with all three medications, the 
three treated areas persisted unaltered as long as the untreated control site. Four of the patients 
with the podophyllum reactions and one of those with the Rhus reactions found that the 
1% hydrocortisone free alcohol relieved pruritus and hastened involution in comparison with 
the other treated and control sites, and one patient with the Rhus reaction found the 2.5% 
hydrocortisone acetate to be the most effective. In the second series of patch tests of the 12 
reactors to both the soft soap liniment and the oleoresin of Rhus, 6 patients found the hydro- 
cortisone free alcohol hastened healing and suppressed pruritus in the reactions produced by 
soft soap liniment; no difference was noted in the other 6 patients in either of the treated 
areas or in the control site. In the persons in this group with reactions caused by the oleoresin 
of Rhus, 4 of the 12 found the hydrocortisone free alcohol hastened involution of the reactions; 
the other 8 patients manifested no change in the areas treated with either ointment and the 
control site. 





COMMENT 


Despite the fact that an attempt was made to evaluate three medications on symmetrical 
or adjacent areas, the difficulties in reproducing identical environments and conditions are well 
demonstrated. Even in controlled patch testing where similar eruptions are artificially produced 
on adjacent areas, reactions vary, and exact interpretations are difficult; however, in a large 
series, impressions can be drawn. The results of this series show that hydrocortisone free 
alcohol and hydrocortisone acetate in 1% strengths are both effective topical medications in 
selected dermatoses. The impression of previous investigators 5 that hydrocortisone free alcohol 
is somewhat more effective topically as compared with the hydrocortisone acetate is con- 
firmed in this series of cases. The similar, or perhaps slightly more effective, action of the 
2.5% hydrocortisone acetate as compared with the 1% hydrocortisone acetate hardly justifies 
the additional expense to the patient of the 2.5% hydrocortisone acetate. 


SUMMARY 

One per cent hydrocortisone free alcohol, 2.5%. hydrocortisone acetate, and 1% hydro- 
cortisone acetate in identical bases were evaluated by a clinical comparison of adjacent or 
contralateral treated areas in 144 patients with selected dermatoses and in artificially produced 
reactions produced with podophyllum, soft soap liniment (tincture of green soap) and oleoresin 
of Rhus, in 22 volunteers. All three medications were found to be very similar in action, with 
hydrocortisone free alcohol slightly superior to the hydrocortisone acetate. The 2.5% hydro- 
cortisone acetate was not found to be sufficiently superior to the 1% hydrocortisone acetate to 
‘astify the additional expense to the patient at the present time. 
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TREATMENT OF TROPICAL ULCER 


Single Injection of Penicillin Procaine in Oil and Aluminum Monostearate (PAM) 


LEO ZIPRKOWSKI, M.D. 
TEL AVIV, ISRAEL 
CHARLES R. REIN, M.D. 
AND 
DELMAS K. KITCHEN, M.D. 

NEW YORK 


There are many types of chronic ulcerations of the skin observed in the tropics, and these 
may at times have very different etiologies. Such lesions may be associated with the presence of 
Treponema pallidum or T. pertenue. Sometimes they may be associated with Mycobacterium 
leprae (Bacillus leprae) or Leishmania tropica. In some instances, ulcerations may develop as 
a result of infections with ordinary pyogenic organisms in the skin of individuals whose resistance 
has been lowered by such diseases as malaria, dysentery, or ancylostomiasis. Similar tibial ulcers 
have also been observed in patients with hookworm disease. There is, however, a very common 
form of ulceration known as tropical sloughing phagedena or tropical ulcer, which many con- 
sider as a clinical entity, and the most striking feature of these lesions is the presence of spiro- 
chetes and fusiform bacilli in the lesions. These organisms: not only are found on the surface of 
the lesions, but at times may extend for several centimeters into the tissues surrounding the 
ulcers. Although these organisms are practically always found together, it has not yet been 
definitely decided whether their association is a symbiosis or whether they represent different 
forms of the same organism. 

Tropical ulcer is essentially a disease of the tropics 1 and subtropics, especially hot and moist 
régions, and is the commonest form of ulceration in Amazonia. It is found most frequently in 
India, Indo-China, Southern China, and the Philippines, and is said to be the commonest cause 
of disability among laborers in Malaya. At times this condition assumes epidemic proportion, and 
epidemics of such ulcers have occurred in New Britain, Melanesia, and Assam. 

In Israe}, cases of tropical ulcers have been detected in moderate numbers among new- 
comers, especially from the eastern countries and among those who are living in transit camps 
under adverse and difficult conditions. 

Various types of therapy have been advised for tropical ulcer, including intravenous and local 
arsphenamine (Salvarsan), wet dressings with acriflavine, autogenous vaccines, sodium iodide 
orally combined with hydrogen peroxide locally, application of normal dried serum, injections 
of bismuth succinate, local applications of bismuth hydroxide, injections of antimony tartrate, and 
local applications of copper sulfate in glycerin, as well as oral and local use of the sulfonamides. 
With the development of antibiotics, these drugs were given a trial for this common, painful, 
and disabling condition. 

Ampofo and Findlay 2 treated four patients with tropical ulcer by means of oral chlortetra- 
cycline (Aureomycin). No local therapy was used except the application of distilled water. 
The dose of chlortetracycline was four to six capsules (250 mg. each) for. four to seven days. 
Within 24 hours, the number of organisms in the pus had decreased. Within 48 hours, the sur- 
rounding edema had subsided, and smears from the ulcer showed an almost complete absence 
of spirochetes and fusiform bacteria. The ulcers in all four patients went on to complete healing, 
and the results were surprisingly good. These investigators believe that chlortetracycline appears | 





From the Department of Skin and Venereal Diseases, Military Hospital No. 5, Israel (Dr. 
Ziprkowski) ; from the Department of Dermatology and Syphilology of the New York Uni- 
versity Post-Graduate Medical School and the Skin and Cancer Unit of the New York Uni- 
versity Hospital, Dr. Marion B. Sulzberger, Chairman, (Drs. Rein and Kitchen), and from 
the Bristol Laboratories, Inc., Syracuse, N. Y. 
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TREATMENT OF TROPICAL ULCER 


to be as rapid in its action when given by mouth as penicillin when given by intramuscular 
injection. These same authors? used 3% chlortetracycline ointment applied locally to tropical 
ulcers. Although sterilization was slower than with oral chlortetracycline, subsequent healing 
was more rapid. They treated 12 children with tropical ulcers of the lower limbs; the ointment 
was applied daily on lint until the ulcer had completely healed. The organisms disappeared from 
the smears of the ulcers after three to five days of treatment. All of the ulcers had been present 
for at least four weeks before the beginning of the chlortetracycline treatment. Some of the 
ulcers were 3 to 4 cm. in diameter, yet all the ulcers were completely healed in 12 to 14 days. 
The authors felt that they had never seen such rapid healing in a series of leg ulcers. They 
suggested that since chlortetracycline has a vitamin-like action, it was possible that the chlortetra- 
cycline ointment might be providing a growth factor which is deficient in the devitalized tissues. 

Chloramphenicol (Chloromycetin) has also been used in the treatment of tropical ulcers. 
Payne, Bellerive, and Jean* have reported on a series of 21 patients with tropical ulcers who 
received oral and intravenous chloramphenicol during a period of eight days for a total of 7.5 gm. 
The patients stated that the region around the ulcer became less painful. Objectively, the purulent 
exudate decreased, and the ulcer then assumed a clean appearance with healthy -granulation tissue. 
Within a week or 10 days, a peripheral ring of new epidermis could be detected, -vhich gradually 
covered the ulcer surface. Within six weeks, many of the lesions showed satisfactory healing. 
Chloramphenicol was also employed by Ampofo and Findlay,5 who obtained excellent results, 
with rapid elimination of the bacterial flora and prompt healing of lesions. 

Oxytetracycline (Terramycin) was employed by Ampofo and Findlay ® in the treatment of 
tropical ulcer with excellent results. 

The present report deals with the treatment of tropical ulcers with a single injection of 
1,200,000 units of penicillin procaine in oil and aluminum monostearate (PAM).* 

No local medication was applied with the exception of applications of local saline dressings. 
These patients were selected and treated by one of us (L. Z.) in Israel. Similar cases had 
been treated before with bismuth subgallate (Dermatol powder) or a 3% chlortetracycline oint- 
ment, a method which required four to eight weeks for healing. Patients ~vyho were treated with 
PAM were not hospitalized, but were kept in the same environment and under the same con- 
ditions in which they had been prior to therapy. In all instances, it was noticed that the ulcers 
became covered with healthy granulation tissue after one week, and in 10 days almost com- 
pletely healed. 

In the dermatological outpatient clinic of Tel-Hashomer Hospital, Israel, 14 patients with 
tropical ulcers have been treated with the above-mentioned method. 

The following is a short report of two typical cases: - 


Case 1.—A 10-year-old boy, a newcomer from Iraq, had the condition for two weeks. On 
examination, he presented a deep-seated ulcer on the right shin, with defined borders and a 
necrotic base; the ulcer was as big as the palm of the hand of a small child. Bacillus fusiformis 
was found in large numbers. Other examinations for syphilis and tuberculosis were negative. 


Case 2.—An 11-year-old undernourished Israeli-born boy had an ulcerative process measuring 
4¥% in. (11.4 cm.) in diameter, involving the posterior aspect of the right leg, of three months’ 
duration. The skin surrounding the ulcer was inflamed and crusted, the borders were defined, 
and the base necrotic. Regional nodes were enlarged, and B. fusiformis was demonstrated in a 
smear from the lesion. Examinations for syphilis and tuberculosis were negative. 

Both patients received a single injection of 4 cc. of PAM, and local saline dressings were 
applied. One week later, the ulcers were clean and the bases were covered with new healthy 
granulation tissue. Similar results were observed in all of the patients in this study. 


SUMMARY 


One single injection of PAM (1,200,000 units) seems to be decisive in the treatment of 
tropical ulcers. This form of therapy is easy to administer, safe, and inexpensive. Furthermore, 
it requires no hospitalization. In addition, it is not necessary to depend upon the patient to take 
oral medication as is required with chlortetracycline, chloramphenicol, and oxytetracycline. This 
regimen may prove to be an excellent, simple and expedient method for mass eradication in those 
areas where tropical ulcer reaches epidemic proportions. 





*PAM (Flocillin “96”) was supplied by Bristol Laboratories, Inc., Syracuse, N. Y. in 
10 ml. vials, each containing 6,000,000 units of penicillin. 
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CURETTAGE TREATMENT OF PLANTAR WARTS 


COLONEL GEORGE PRAZAK 
AND 
LIEUTENANT COLONEL DAVID E. THOMAS 
MEDICAL CORPS, UNITED STATES ARMY 


The treatment of plantar warts is generally unsatisfactory and the results of treatment may 
be. disastrous. Roentgen therapy failures are all too common, and overdosage may lead to 
chronic radiodermatitis and ulcer formation. Recurrence is the rule rather than the exception 
after surgical excision. This recurrence may be in a signet ring manner; painful scars on 
weight-bearing surfaces may occur, and the possibility always exists of wound breakdown, 
with ulcer formation after surgery. This complication may lead to the necessity of skin grafting 
and prolonged hospitalization. An end-result of discharge from the service for disability is not 
unknown. Poor results and complications of treatment cause such trauma to the physician’s 
professional pride that many refuse to treat the lesion with anything more than trimming of 
the corneous proliferation, and use of felt doughnuts and orthopedic appliances to relieve pressure. 
It is common for the patient with plantar wart to travel the circle of orthopedist, general 
surgeon, radiologist, and dermatologist, or any combination thereof, and still not obtain relief 
or cure. 

The methods of therapy reported in the literature seem to give good results in the respective 
authors’ hands, but the attempts of others to reproduce them often fail. Successful results with 
topically applied agents such as saturated solution of silver nitrate, full-strength phenol followed 
by fuming nitric acid, monochloracetic and trichloracetic acid, salicylic acid 40% plaster, liquid 
oxygen, solid carbon dioxide, podophyllum, and others do occur, but the therapy requires many 
office visits, is often painful, and can result in complications. Cures have also been reported 
with oral bismuth therapy, parenteral bismuth, local injections of procaine and/or bismuth, and 
hygiogenesis. Major operative procedures for cure include resection of a metatarsal bone and 
its respective toe, wide excision with pedicle flap graft, and, most recently, excision of the 
condylar process of the individual metatarsal head.1 

The simplest method of treatment reported 2 was developed in an army hospital and consists 
of injection with a No. 26 needle and a Luer-Lok syringe of 1% procaine into the stratum 
germinativum just at the base of the plantar wart. This procedure is reported to be curative 
in 73% of cases and to be symptomatically effective indefinitely in a majority of the remainder 
The rationale of the procedure is obscure and one wonders how the operator knows when the 
stratum germinativum is reached by the needle point. 

The method of removal of plantar warts reported here is not a new one, but it is simple 
and sure, usually does not involve any loss of duty time, is a minor procedure, and can be done 
in the office or clinic. The equipment needed is minimal, consisting of a 5 cc. Luer-Lok syringe, 
No. 26 needle, mastoid curette (oval, Spratt, Size 1), mastoid curette (oval, Spratt, Size 00), 
iris scissors, and binocular Beebe loupe. 


From the Dermatology Service, 382d General Hospital (Colonel George Prazak, Chief). 
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CURETTAGE TREATMENT OF PLANTAR WARTS 


METHOD 


Using a Luer-Lok syringe, inject 1% procaine, 1 to 2 cc., directly under the plantar wart, 
being careful not to contact the wart tissue itself during the procedure since recurrences may 
occur by needle contamination and inoculation of the needle tract. After anesthesia has 
developed, pare down the corneous layer (not absolutely necessary) until a line of cleavage 
is visible. Using a suitable curette according to the size of the wart, exert considerable down- 
ward pressure at the line of cleavage to reach the base of the wart and then scoop upward. 
Usually the wart will separate and shell out. After this maneuver, use curette in a circular 
motion around the wart area to remove any possible remaining bits of wart tissue. Remove 
the overhanging epidermal tissue to afford full vision of the cavity. A plantar wart is round 
or oval, with cotyledons projecting into the subcutaneous tissue. To obtain a cure, all these 
cotyledons must be removed. With lateral finger compression to control bleeding and with 
the magnification afforded by the Beebe binocular loupe, missed bits of wart tissue, which are 
lighter in color and waxy in appearance, may be seen and removed. 


The cavity is then packed with a % in. (0.64 cm.) wide strip of gauze dipped in thimerosal 
(Merthiolate) ; a 2 by 2 in. (5 by 5 cm.) pressure dressing is applied, and the patient is 
instructed to stand on the foot for a few minutes to obtain hemostasis. This entire procedure 
usually takes no more than 8 or 10 minutes. Do not desiccate the raw base because this results 
in delayed healing and more scar formation. The patient is returned to duty; the pack is 
removed in 24 or 48 hours, and the wound is dressed with chlortetracycline (Aureomycin) 
ointment 3% and covered with a Band-Aid. The patient then dresses the wound in the same 
manner daily and returns in a week for check-up. Healing is complete in approximately 
two weeks. 


A plantar wart does not penetrate fascia, so when this smooth, glistening layer is visible, 
one has gone deep enough. Behind the toes the fascia is thin, and areolar tissue may resemble 
wart tissue. Be careful not to penetrate this fascia. If this accident should occur, repair imme- 
diately. In cases in which removal is extensive, excessive epidermal proliferation may result 
after healing. In such a case, one or two local applications of 40% salicylic acid plaster is 
indicated. Correction of any orthopedic defects is a part of the follow-up treatment. 


The method of treatment outlined above will be all that is required for the vast siajority 
of plantar warts. Mosaic plantar warts, which are on the same etiological basis but differ in 
that they are usually multiple, more superficial, and smaller, and seldom extend «o the fascia, 
are treated in a different manner. For these, 40% salicylic acid plaster is placed over the warts 
This is held in place with an occlusive adhesive plaster dressing for five to seven days, after 
which the warts are trimmed and the process repeated ‘until normal tissue is reached. 


COMMENT 


Plantar warts are'due to virus infection, as are all other warts. They occur as two varieties, 
the plain and the mosaic plantar wart. Plantar warts are ordinary warts altered by pressure 
and protective callous formation. They are recognized by zones of cornification, in which warts 
appear lighter in color, granular, and stippled with brownish red or black spots. They may 
be single or multiple and may involve large areas. Their appearance is frequently preceded by 
a history of trauma or excessive perspiration. Orthopedic abnormalities, particularly faulty 
weight bearing, are frequent concomitant findings. These lesions are almost always incapacitating, 
and favoring of the painful area frequently develops a deformed gait. 

The authors realize that a treatment is presented without statistical support, but the pro- 
cedure has stood the test of time over a five-year period. During this time recurrences have 
been distinct rarities, and complete success has been the rule. The treatment is simple, easily 
mastered, and may be conducted on an outpatient status without a loss of duty time. To be 
successful, complete removal of the wart is mandatory, and a meticulous search for remaining 
bits of wart, preferably with magnifying lenses, is essential after removal of the major portion. 


REFERENCES 


1. DuVries, H. L.: New Approach to the Treatment of Intractable Verruca Plantaris, 
J. A. M. A. 152:1202 (July 25) 1953. 


2. Branson, E. C., and Rhea, R. L., Jr.: Plantar Warts: Cure by Injection, New England 
J. Med. 248:631 (April 9) 1953. 


123 























































Society Transactions 


JOINT MEETING OF LOS ANGELES DERMATOLOGICAL SOCIETY AND METROPOLITAN 
DERMATOLOGICAL SOCIETY OF LOS ANGELES 
LOS ANGELES DERMATOLOGICAL SOCIETY 


J. Walter Wilson, M.D., President 
Anker K. Jensen, M.D., Secretary 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Fred F. Feldman, M.D., President 
Irving A. Lewe, M.D., Vice-President 


Harold Price, M.D., Secretary 
April 13, 1954 


Lymphocytic Infiltration of the Skin? Presented by Dr. Frep F. FeELpMaAN and by Dr. 
Ben A NEwMAN. 


B. W., a white man, aged 27, has been observed since June 11, 1953, for a recurrent eruption 
on the sides of his neck and face that had its onset one month previously. Before consulting us, 
he was given four roentgen treatments which did not alter the eruption. 

On his first visit he presented a striking, extensive eruption, covering the sides of the neck 
and extending on to the face. The eruption was most pronounced near the angles of the jaw 
and consisted of annular and horseshoe-shaped, erythematous nodules and pea-sized, firm papules. 
There was a clinical resemblance to granuloma annulare and annular sarcoid. About 80% 
involution occurred within a three-week period following a biopsy. Another remission appeared 
to follow the application of solid carbon dioxide. The other remissions occurred spontaneously. 
Hydrocortisone, topically, had no effect and neither did chloroquine, which was taken for a few 
days. 

At present there is an erythematous, annular, nodular lesion, 1 cm. in size, on the left mid-jaw 
line. There are also a few scattered, reddish, discrete papules on the left cheek and on the 
sides of the neck. Over the upper, presternal region there is u half-dollar-sized, arciform. 
erythematous, nodular plaque. 

Tuberculin and serologic tests were negative. 

The report of the microscopic findings is as follows: Except for mild acanthosis, the epidermis 
is relatively uninvolved. There is a fairly dense infiltrate occupying the upper one-half of the 
cutis which consists primarily of lymphocytes. Some histiocytes, fibroblasts, and plasma cells 
are also seen in lesser numbers. There are dilated vessels in the upper cutis. 

A Hotchkiss-McManus stain reveals no organisms. 


Lymphocytic Infiltration of the Skin. Presented by Dr. Ben A. NEwmaAn and by Dkr. 
Frep F. FELDMAN. 


When first seen he presented an erythematous, edematous, slightly scaling, palm-sized plaque 
on the right side of the neck. On the left side of the neck and in the infra-auricular region there 
were firm, scattered, discrete erythematous papules. 

Chloroquine (Aralen) 500 mg. daily was prescribed, and on Jan. 26, 1954, there was marked 
improvement, but when seen again on Feb. 18 the eruption had flared up in spite of the con- 
tinuation of the latter medication. During the following two months the eruption gradually faded 
away spontaneously, resulting in complete clearing. Three days ago there was another exacerba- 
tion. 

At present he shows rounded and: irregularly shaped, flattened, erythematous, firm nodules 
as well as discrete, scattered papules on the left side of the neck and near the angle of the jaw. 
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A complete physical examination was normal, including x-rays of the chest, sedimentation rate, 
blood cell count, and vrinalysis. 

The report of the microscopic findings is as follows: The epidermis is slightly acanthotic but 
otherwise essentially uninvolved. The upper sections of the slide show the cutis to be infiltrated 
with perivascular nests ef small round cells. These cells appear to be primarily lymphocytes, 
with eccasional histiocytes. The corium is otherwise unaffected. The lower sections of the 
slide show a massive and extensive infiltrate, both focal and diffuse, in the cutis. Altheugh the 
cells are primarily lymphocytic, there are large numbers of plasma cells, histiocytes, shrunken 
and distorted cells. 

DISCUSSION 


Da. WatTeR E. Scuwartz: I favor the diagnosis of lupus profunda on clinical grounds. 

Dr. Ben A. Newman: Dr. Feldman and I presented two similar cases to the Los Angeles 
Dermatological Society one month ago. These two patients of teday are part of a group of 
five cases that we have been observing during the past year. These patients had all presented 
puzzling problems in diagnosis. Our clinical diagnoses at different times were lupus erythema- 
tosus, granuloma annulare, erythema perstans, tuberculosis, and sarcoid. However, the histo- 
logical section at no time supported the clinical impression. 

In October, 1953, our attention was drawn to Dr. M. Jessner’s presentation in the Society 
Transactions of the ArcHIvEs of “Lymphocytic Infiltration of the Skin.” His clinical and 
histopathologic descriptions so closely paralleled our group of cases that we reviewed them in 
this light. We forwarded our sections to Drs. Rein and Jessner, and they agreed that the histo- 
pathological pattern was identical with their group of cases. 

The clinical and histopathologic features are succinctly summarized in Dr. Jessner’s discussion 
(A. M. A. Arcu, Dermat. & Sypu. 68:447 [Oct.] 1953). To me, two important factors stand 
out as a result of segregating this entity from the other conditions mentioned : 

1. That this dermatosis is subject to spontaneous remissions (and recurrences) in spite of all 
the therapies that one could possibly employ. Hence, I believe that procedures or drugs which 
might possibly have deleterious effects, should be avoided. 

2. That those patients presenting lesions resembling discoid or subacute lupus erythematosus, 
be so recognized as not having lupus erythematosus, thereby avoiding certain restrictions in their 
mode of living such as sun exposures, etc. 

Dr. Frep F. FetpMan: I would like to ask Dr. Storkan, who has studied most of the 
histologic sections of our patients with lymphocytic infiltration of the skin, if she can make this 
diagnosis on the basis of the histopathologic findings alone? 

Dr. MARGARET ANN STORKAN: When a specimen removed from a clinical case of lympho- 
cytic infiltration is examined microscopically, there is a definite suggestive pattern of reaction, 
as delineated by Dr. Max Jessner. I do not know the histopathological or histopathogenic 
relationship between this entity and the evanescent erythemas or even lymphocytoma cutis. 
Perhaps we must bide our time to determine the final reaction pattern. 

Dr. WALTER R. NicKEL: I thought this was telangiectatic lupus. This type of lesion may 
be present for 15 or 18 years before the atrophy becomes evident. 

Dr. Frep F. FetpMan: The differential diagnosis considered in our cases included lupus 
erythematosus, erythema multiforme, polymorphous light eruptions, fixed drug eruptions, 
granuloma annulare, and sarcoid. Lupus erythematosus remains the most difficult and perhaps 
the most important to differentiate from lymphocytic infiltration of the skin. I agree that we 
have to bide our time until we gain more experience and understanding of the condition brought 
to our attention by Dr. Max Jessner. At present, I do not feel confident in making the diagnosis 
on the basis of the microscopic findings alone. However, careful correlation of the clinical 
and histologic pictures tends to segregate this dermatosis from its simulating eruptions. 


Vesicular Trichophyton Rubrum Infection of One Palm (with Erythema Multiforme 
Type “Id” of the Other Palm)? Presented by Dr. A. FLetcHER HALL. 


A. McC., a single woman, when first seen one year ago, stated that for about six months she 
nad noticed some vesicles on the radial aspect of the base of the left fifth finger and at the ring 
level of the left fourth finger. This gradually spread to involve all aspects of the proximal 
phalanges of these two fingers and the web between them. Examination at that time showed 
many vesicles that were abruptly elevated, tense, and glistening, with no scaling or inflammatory 
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reaction, suggesting a poison oak dermatitis. No examination was made for fungus, and while 
she was receiving x-ray treatments and injections of calcium, new groups of vesicles appeared 
elsewhere on the left palm and fingers. 

Three months later a small scaling patch appeared on the medial aspect of the right knee. 
A culture of scales from this area revealed Trichophyton rubrum. Subsequently, cultures from 
the left palm and fingers repeatedly showed the same organism. The scaling patch on the knee 
responded to 2- dimethylamino - 6 - (beta - diethylaminoethoxy) benzothiazole dihydrochloride 
(Asterol), but the hand lesions have been recalcitrant. 

In recent months she has developed small iris and crescentic erythema-multiforme-like lesions 
and sometimes granuloma-annulare-like lesions on the right palm and fingers. The latter have 
responded to corticosteroid therapy. At no time could fungi be demonstrated from the lesions on 
the right hand. 

Treatment has consisted of all the newer fungicides in ointment, tincture, and powder form, 
and also soaks of potassium permanganate, Alibour water (water containing zinc and copper 
sulfates), sodium hexametaphosphate ; sodium iodide intravenously, with iodobrassid (Lipoiodine, 
Ciba) by mouth (discontinued because of severe flare-up of acne) ; methantheline (Banthine) and 
propantheline bromide (Pro-Banthine) ; 12 x-ray treatments of 75 r each. Desensitization with 
trichophytin has not been attempted. 

Potassium hydroxide preparations of vesicle roofs always showed filaments. Cultures of 
same were typical for T. rubrum. Trichophytin test showed a tuberculin type positive reaction. 


DISCUSSION 


Dr. Ernest THoMas Fox: Verdefam (a mixture of sodium propionate sodium caprylate, 
propionic acid, undecylenic acid, salicylic acid, copper undecylenate, and sodium dioctylsulfosuc- 
cinate; Texas Chemical Co.) might be tried locally. 

Dr. Harotp Price: This case points out clearly that a vesicular eruption can be produced 
by T. rubrum. There is also some discoloration of the nail of the left ring finger, indicating 
possible fungus infection. 

Dr. SamueEt Ayres III: Possible desensitization with trichophytin would be in order. Since 
she is apparently no more responsive to fungicidal medication than the ordinary T. rubrum case, 
it may be necessary to desensitize the patient and thus reduce the reaction rather than concen- 
trating on killing the fungus. 

Dr. WiLLarD L. MaRMELzatT: I would like to add a word of caution in the use of methan- 
theline (Banthine) and propantheline (Pro-Banthine), as a number of ophthalmologists feel that 
these drugs might cause an increase in ocular pressure. 

Dr. Norman E. Levan: Bullous and vesicular lesions due to T. rubrum infections can and 
do occur, and may be clinically indistinguishable from infections caused by organisms of the T. 
gypseum group. The situation is analogous to that in tinea capitis, in which an occasional 
infection with Microsporum audouini may cause an inflammatory response identical with that of 
the usual M. lanosum infection. 

Dr. Frep F. FEtpMAN: In the past few years I observed two patients who had bullous 
T. rubrum infections of the feet. I, too, thought this was an extremely rare occurrence. However, 
Dr. Walter Wilson informed me that in his experience approximately 3 to 5% of T. rubrum 
infections are bullous. These patients, incidentally, will show a positive reaction to the tricho- 
phytin test. 

Dr. Murray ZIMMERMAN: If we grant that T. rubrum does not ordinarily invade living 
tissue, with the exception of cases such as Dr. Wilson has described, then we have to grant that 
the reaction would be an allergic one. Further, grasping for a therapeutic suggestion, one might 
try hydrocortisone to suppress the allergic and irritation reaction, and external treament of the 
disease, aimed at eliminating the presumably causative fungus with some very strong reducing 
agent, which the skin would tolerate while protected by high steroid levels. 


Dr. Paut D. Foster: It would seem to me that if one got a reaction strong enough to get 
bullous lesions, one would be developing antibodies somewhere in the body. It would defeat 
the very theory that we are working on. We are trying to fight T. rubrum, which does not 
produge antibodies and does not do all that other dermatophytids do. It is my opinion that we 
are dealing with a case of pompholyx and a T. rubrum infection. 


126 



























































SOCIETY TRANSACTIONS 


Dr. THomas H. STERNBERG: T. rubrum has been considered to be an obligatory superficial 
dermatophyte, but there is increasing evidence that this is incorrect. Dr. Wilson has recorded 
a number of nodular infections from this organism in human beings in which T. rubrum has 
shown an ability to invade tissues. In our laboratory. we have shown that chronic T. rubrum 
infection in mice does occur following peritoneal inoculation. The organism invaded the spleen, 
lymph nodes, and even the liver. Three different strains were used, and all were recovered 30 to 
40 days after infection and were shown to be rejuvenated. At about the 50th to the 60th day of 
infection an injection of trichophytin in these mice produced an interperitoneal edema. For 
these and other reasons, it appears that we should keep an open mind on the question of what 
T. rubrum can and cannot do in animals and human beings. 

Dr. A. FLETCHER HALL: Unfortunately, the eruption of what I consider to be an “id” on the 
right palm was not at all in good form tonight. It showed a few lesions which looked like very 
tiny intradermal vesicles, but, as a rule, the lesions on the right palm have been more as described 
in the protocol: They have not been vesicular but annular and crescentic lesions, suggesting 
erythema multiforme or granuloma annulare. With regard to what Dr. Zimmerman has 
suggested about the use of corticotropin (ACTH) or hydrocortisone, we have-used cortisone and 
corticotropin to suppress the “id”-like eruption on the right palm, but this had no effect on the 
lesions on the left. Dr. Foster’s suggestion that possibly this is a pompholyx in an area of 
chronic T. rubrum infection previously existing had been very much under consideration. With 
that in mind, we did make microscopic examination of some of the epidermis other than that 
from vesicle roofs, and we were unable to find any organisms; we also gave methantheline, etc., 
in an attempt to control it. I referred this girl to Dr. Wilson, and he didn’t believe that he would 
find any organisms in the vesicular lesions, but soon found that the vesicle roof was literally 
crawling with them. I have never seen such prolific growth of any fungus in vesicle roofs as 
I have seen in this girl’s case. 


Werner’s Syndrome (Progeria of Adult). Presented by Dr. MEYER BERKE and (by 
invitation) by Dr. RALPH REa. 
DISCUSSION 


Dr. Stuart H. Marte: I believe this case presents many of the classic features of 
Werner’s syndrome. The differentiation between Werner’s and Rothmund’s syndrome rests 
principally on the age of onset and the skin manifestations. In Werner’s the onset is evidenced 
at 20 to 30 years of age by the appearance of graying of the hair; later by cataracts, hyperkera- 
toses of palms and soles, and ulcerations secondary to the tightening of the skin over the extrem- 
ities. Shortness of stature is prominent. : 

Rothmund’s syndrome, on the other hand, may present evidence of telangiectasia and scaling 
as early as 5 months of age. Cataracts often develop in early childhood. Tightening and 
ulceration of the skin are absent. 

Werner’s syndrome is frequently confused with scleroderma. On histopathologic examination, 
Werner’s presents atrophy of the epidermis and a poorly developed panniculus adiposus. There 
is no perivascular infiltrate or collagen sclerosis. The elastic tissue is unaffected. 

Dr. MEYER BERKE: This patient was diagnosed originally as having scleroderma and was 
presented primarily because of the rarity of this syndrome, as well as the fact that we felt that he 
presented most of the symptoms outlined by Thannhauser in 1945. 








Ne tho-Endotheli (Juvenile Xanthogranuloma?). Presented by Dr. MarvIN D. KNOLL. 

Nev tho-Endotheli Presented by Dr. HENRY GorDON Moracan. 

Tuberculosis of the Skin. Presented by Dr. STANLEY C. ANDERSON and (by invitation) by Dr. VINCENT P. 
Burpy. 


Primary Hypercholesteremic Xanthomatosis (Xanthelasmata of Eyelids). Presented by Dr. ELiIoT WOLK. 

Case for Diagnosis: Virus Pyodermia? Presented by Dr. M. E. OBERMAYER and Dr. CHESTER M. SIDELL. 

gage ee Lipoidica Diabeticorum. Presented by Dr. Paut D. Foster and (by invitation) by Dr. Warp B. 

'ARREN. 

Case for Diagnosis: Early Macular Atrophy? Presented by Dr. SAMUEL AYRES Jr. and Dr. SAMUEL Ayers III. 

Basal Cell Epithelioma (?) on the Left Cheek. Presented by Dr. MAXWELL J. WOLFF. 

Case for Diagnosis: Granuloma Annulare? Lupus Erythematosus? Erythema Miultiforme. Presented by 
Dr, STANTON B. May. 

Scleroderma. Presented by Dr. RosE B. SAPERSTEIN. 

Dermatitis Atrophicans. Presented by Dr. MOLLEURUS COUPERUS. 

Periarteritis Nodosa. Presented by Dr. WALTER R. NICKEL. 


A. M. A. ARCHIVES OF DERMATOLOGY 


MANHATTAN DERMATOLOGICAL SOCIETY 


Thomas N. Graham, M.D., President 


George M. Lewis, M.D., Secretary 
March 9, 1954 


Case for Diagnosis (Chronic Discoid Lupus Erythematosus?). Presented by Dr. 
AntHony C. CIPOLLARO. 


M. F., a woman aged 22, has had an eruption for a little more than a year. A biopsy was 
performed by another physician, and the specimen was examined by Dr. Sachs, who reported 
chronic discoid lupus erythematosus. The patient was treated with injections of bismuth and 
liver. She has not received gold, corticotropin (ACTH), or other remedies. When I first saw 
her there was an irregular patch of alopecia involving the frontal areas of the scalp. There 
was no inflammation, scaliness, or enlarged pores. There was no telangiectasia, but there was 
atrophy and alopecia: During the past year I -have seen her three times, and the condition has 
remained more or less static. She is presented for diagnosis and for further suggestions as to 
therapy. 

DISCUSSION 

Dr. Maurice J. CostELLo: From the clinical point of view, I don’t think it is lupus erythe- 
matosus. I would be inclined to think it is folliculitis decalvans. Running down over the ears 
there is a diffuse thinning of the hair, indicating that the process has taken strands of hair. It 
is a minor inflammatory process. 

Dr. NaTHAN SOBEL: I agree, but think pseudopelade should be considered. 

Dr. Perry Sacus: Pseudopelade is to be considered; and, as in this case, the end stages 
of lupus erythematosus, pseudopelade, and lichen planopilaris are hard to differentiate. I believe 
there was atrophy, though it was superficial. 


Dr. Paut Gross: In view of the clinical findings and the resemblance to burnt-out favus, 


the diagnosis of pseudopelade can be made. 


Dr. Georce M. Lewis: I have never seen numerous small areas of alopecia scattered all 
over the scalp in lupus erythematosus. It would be entirely foreign to the late picture of that 
disease. 

Dr. WivsBert Sacus: I agree that all one can say is that the patient has pseudopelade. 
What does one mean by that? It may be a burnt-out lupus erythematosus, the end stage of 
lichen planus, macular atrophy, or the disease sui generis, pseudopelade. There must have been 
something in the slide to call it lupus erythematosus. We can make mistakes, but I would like 
to review the slide. I don’t see how one can make another diagnosis since there is loss of hair, 
atrophy, and no active lesions. 

Dr. Davip Boom: The scalp condition I think is pseudopelade or the end result of folliculitis 
decalvans. 

Dr. AntHony C. Crpottaro: Thank you for confirming my original impression of pseudo- 
pelade. The reason for considering a diagnosis of chronic discoid lupus erythematosus was that 
the patient was told by another dermatologist that she had that disease and that it was confirmed 
by biopsy. The history of the evolution of the eruption was not that of lupus erythematosus. 
Clinically, I am convinced that it is pseudopelade. On the other hand, we can’t completely 
ignore the histologic diagnosis. Are we justified in treating this as lupus erythematosus? My 
view is that it should not be treated with anything except an antiseptic emollient and good scalp 
hygiene. Whatever she has, pseudopelade or lupus erythematosus, I am sure that she is not going 
to grow any more hair. I believe we would be unjustified in using the remedies ordinarily 
used in lupus erythematosus. 


Circumscribed Scleroderma (Morphea). Presented by Dr. AprR1AN Bropey. 


L. B., a man aged 40, has been suffering from his present complaint for 26 years. He states 
that the first lesion became evident on his right leg. Treatment with pituitary gland extract 
failed to effect any improvement. Five years later a similar lesion appeared on the left leg. 
In 1940 the arms became involved, and new lesions appeared until three years ago, when the 


128 
























































SOCIETY TRANSACTIONS 


hands were affected. In 1951 the patient developed in an area of scleroderma on the left leg 
a squamous cell epithelioma, which was excised. In 1952 skin grafts were performed on both 
legs because of persistent ulceration in areas of morphea. 

When first seen in September, 1952, the patient presented numerous palm-sized plaques on 
the face, trunk, and extremities. There were superficial ulcerations 1 cm. in diameter on the 
dorsum of the right foot and the right calf. Excision of these ulcerations had been advised by 
his surgeon, but the patient preferred to try topical therapy. He was placed on a regimen 
consisting of nicotinic acid, aluminum acetate (Burow’s solution) wet compresses, and neomycin 
ointment locally, with Ace bandages for support. The ulcers healed in several weeks. Since 
then he has had repeated small ulcerations of both legs, which respond favorably to the same 
treatment, or minor modifications. 

Over the years the patient has been treated by several eminent dermatologists. Therapy has 
included dihydrotachysterol, paraaminobenzoic acid, wheat germ, tocopherols, cortisone, gluco- 
sulfone sodium (Promin) jelly, etc. Virtually the whole gamut of therapy has been run. His 
sole interest now is the care of the ulcerations of the legs to prevent malignant degeneration. 

The patient is presented because of the development of epitheliomas and the general resem- 
blance to the case presented by Dr. A. C. Cipollaro at the New York Dermatological Society on 
Feb. 23, 1954. 

DISCUSSION 


Dr. Georce C. ANDREws: This resembles the case presented by Dr. Cipollaro. Could he 
tell us more about electroencephalograms in these cases? I am wondering whether they were 
made in this case and what was thought about them. 

Dr. Wi1Lsert Sacus: I agree with Dr. Andrews that the prickle cell epithelioma present at 
one time was probably the result of ulceration rather than direct development on an area of 
morphea. One seldom sees morphea of the lower extremities as extensive as this. I can under- 
stand that it may ulcerate, as in that case of acrodermatitis chronica atrophicans that developed 
the anaplastic type. 

Dr. ORLANDO CANIZARES: It is very interesting, especially because of the development of 
carcinoma. As a matter of terminology, I have been asking people whether they have ever 
seen a case of clear-cut morphea develop into what we recognize as scleroderma. I think we 
should keep the name morphea for the localized form. As far as therapy is concerned, this case 
is so generalized that it would not be practical, but in a recent case I injected hydrocortisone 
locally ; I wouldn’t say there was a dramatic response, but I and the patient felt there was a 
certain amount of improvement. : 

Dr. IsaporE Rosen: I would like to substantiate Dr. Canizares’ discussion regarding 
morphea and scleroderma. We used to believe that morphea was localized small lesions, perhaps 
a little more than coin-sized, but where there were large lesions like these we called it sclero- 
derma. Did this man ever have any x-ray trea*ment during the 26 years? The epitheliomas 
may be the result of x-ray treatment, through constriction of tissues and cutting off of the 
blood supply. What is his work? 

Dr. ApraIn BropeEy: He is an executive, and there is no history of x-rays. 

Dr. Grorce M. Lewis: This case is of extraordinary interest, as there are few with epi- 
theliomas as sequelae. I agree with Dr. Sachs’s assumption that there may have been an ulcer 
prior to the development of the epithelioma. It is my impression that we should differentiate 
between progressive scleroderma and the disseminated localized form of scleroderma (morphea). 

Dr. A. C. Creottaro: I can reconfirm what Dr. Lewis has said regarding the rarity of this 
type of morphea, the multiplicity of lesions, epithelioma, etc. This patient has an excoriation 
complex and finds he can’t stop excoriating the lesions, which probably accounts for the 
depressions on the legs. It is unusual to see such patients at two successive meetings. The 
patient shown earlier refused to have an encephalogram. 


Dr. Davin Bitoom: I have seen several such cases of scleroderma with definite depression 
in the affected areas. I would like to ask Dr. Sachs how this depression manifests itself under 
the microscope. 


Dr. Wivsert Sacus: Dr. Wise always described this as a type of morphea which goes on 
to atrophy. If the sclerosis is very intense, then the bundles become thin and tend to depress 
the tissue. 
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Dr. Maurice J. CostELto: I think this patient’s morphea is unusual because the large, 
depressed lesions have a lilac-colored border. Morphea or scleroderma, especially around the 
ankle, is a precancerosis. I have seen it several times. In addition to the picking that Dr. 
Cipollaro referred to, I think the patient is a candidate for further epitheliomas. 

Dr. Perry Sacus: It is peculiar that he has a neurotic tendency to pick and yet confines 
it to the lower extremities. There is no evidence of trauma to the other lesions. 

Dr. Joon W. DouGHerty: Has the patient ever had a barium swallow? 

Dr. ApRIAN BropEy: I didn’t emphasize enough that the epithelioma developed from 
ulcers, not lesions of morphea. The patient is reluctant to have any studies. He has never had 
a barium swallow, or an electroencephalogram. He is content to keep the ulcers in good order. 
Dr. Cipollaro’s patient also had a compulsion to «:ratch his lesions, and that was what caused 
me to present this one. 

! 
Multiple Superficial Pigmented Basal Cell Epitheliomas. Presented by Dr. ADRIAN 

Bropey. 


A. S., a man aged 27, was first seen in May, 1953, complaining of a “wart-like” lesion of 
about two years’ duration in the left infra-axillary region. There was a dark brown, telangiec- 
tatic, round lesion approximately 1 cm. in diameter, with a thread-like, pearly border on the 
left lateral thorax. In addition, the patient presented multiple similar smaller lesions averaging 
0.2 to 0.5 cm. in diameter scattered over the upper part of the trunk, anteriorly and posteriorly. 
There were also multiple brownish pigmented nevi which closely resembled these but which 
lacked the border. The lesion of the left infra-axillary region was excised for histologic exami- 
nation, followed by curettage and electrodesiccation. Under the microscope, the epidermis was 
thin, and coming off the lower border at many points were small masses of basal cells extending 
into the upper cutis. The palisade layer about these masses was intact. About the entire process 
was a pronounced small round cell infiltration. There was slight fibrosis. Some lymphatic 
spaces were noted about the growth. The microscopic diagnosis was superficial basal cell epi- 
thelioma. : 

All lesions which clinically resembled the above-mentioned one were removed by electro- 
desiccation and curettage under local anesthesia. In November, 1953, new lesions of the right 
infracostal region and inner aspect of the right arm were similarly treated. The patient now 
presents three recent lesions of the left posterior nuchal region and the interscapular region. 
These will be treated by electrosurgery. 

DISCUSSION 


Dr. NATHAN SOBEL: A number of these new lesions had a definite circinate border, and I 
agree with the diagnosis. The patient gives a history of taking arsenic five or six years ago; 
he was treated with arsenic at Biloxi for asthma and hay fever, and this may have been the 
predisposing cause of these superficial epitheliomas. As far as the cosmetic results are concerned, 
the treatment has been good. 

Dr. A. C. Crpottaro: These multiple superficial basal cell epitheliomas can be treated in 
various ways. Most dermatologists infiltrate with procaine, curet, and electrodesiccate. That 
is the method Dr. Brodey is using, which I think is as good as any advocated. 

Dr. GeorGe C. ANDREWS: Should these patients, with arsenical epitheliomas receive dimer- 
caprol (BAL)? One such patient developed carcinoma of the colon, and we have been wondering 
whether it was due to the arsenic. I would like records kept of arsenical epitheliomas, and the 
cause of death. We have had two patients that died of internal cancers. 

Dr. Maurice J. Costetto: I have given dimercaprol where there were literally hundreds of 
epitheliomas, without benefit. 

Dr. GEorGE C. ANDREWs: Might it have decreased the incidence? 

Dr. Maurice J. CostELLo: Yes, now that I think of it. I had a patient who was developing 
epitheliomas very rapidly to whom I gave a long series of dimercaprol treatments, and she is now 
developing fewer epitheliomas than before. The reason never occurred to me until now. I 
thought it was useless in treatment of the epitheliomas. 

Dr. Paut Gross: There is no doubt that cases of multiple superficial basal cell epitheliomas 
can be related to arsenic retention. There are typical cases, though, where such a relationship 
cannot be established. A specific anlage may be the common denominator for the spontaneous 
and arsenical types of multicentric basal cell epitheliomas. 
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Dr. ADRIAN BropeEy: This shows the importance of taking a history repeatedly. He first 
denied taking arsenic. Tonight, stimulated by Dr. Sobel and others, he was asked whether he 
had been to Biloxi, and he said he had. 


Case for Diagnosis (Varicella?). Presented by Dr. Davip BLoom. 


N. P., a Puerto Rican man aged 30, shows a profuse, nonpruritic eruption of mostly oval but 
also round, pea-sized to lentil-sized lesions, most of which show a central depression and a raised, 
violaceous border. There are also many lesions covered with a dark crust. The eruption is 
profuse and located on the face and trunk. It is less profuse on the extremities. There is no 
involvement of the oral mucosa. The eruption began 12 days ago with vesicles, and was asso- 
ciated with fever for several days. 

The patient’s 5-year-old child had varicella 20 days ago. 


DISCUSSION 

Dr. ORLANDO CANIZARES: We often see a rather severe type of varicella in Puerto Ricans. 
It is unusual that the palate is not affected. 

Dr. Paut Gross: This patient shows no lesions in the intertriginous areas of the axillae and 
groin, and this is useful in differentiating varicella from variola. 

Dr. NATHAN SoBEL: In an adult the disease is often severe, and the temperature may be 
high. The important thing here is that the rash came out during the fever, just opposite to 
smallpox in which the eruption appears when there is practically no fever. The patient had no 
lesions on the palms and soles, which are common in smallpox. Now perhaps he has a super- 
ficial pyoderma. The pustules may remain for weeks. There are no oral lesions, because that 
occurs in the first days and then ceases. 

Dr. Davip BLoom: This unusual picture is the result of profuse varicella in an adult. 
Only the history of an initial vesicular eruption and contact with a child who had varicella 
makes the diagnosis possible. 


Reports from Previous Meetings 


Lymphocytic Infiltration. Presented by Dr. Paut Gross, Jan. 12, 1954. 


Dr. Paut Gross: The patient with a solitary lesion on the cheek responded to a few injec- 
tions of bismuth subsalicylate. The lesion disappeared, leaving slight pigmentation and without 
evidence of sequelae of lupus erythematosus. 


Case for Diagnosis (Carcinoma or Lymphoblastoma?). Presented by Dr. Grorce M. 
Lewis, Feb. 9, 1954. 


Dr. Georce M. Lewis: When the patient was hospitalized and under a general anesthetic, 
the surgeon took a deep biopsy specimen, which failed to show definitive signs. He therefore 
took three other biopsy specimens, including one of the parotid gland. Dr. Sachs has studied 
the slides of these and the previous biopsies. 

Dr. WixBert Sacus: It is difficult to orient yourself, as there are so many sections and so 
much secondary infection. However, we did come to the conclusion that there was no epithelioma 
that we could diagnose. There was a strong possibility of lymphoblastoma. We did think of 
two outside possibilities: (1) salivary gland tumor, and (2) something that looked vaguely like 
a hypernephroma type of tissue. We also thought of leukemia, but ruled that out also. We 
thought it was probably some type of lymphoblastoma, and the presence of giant cells made us 
think of Hodgkin’s disease. 


NEW ENGLAND DERMATOLOGICAL SOCIETY 


Mildred Ryan, M.D., President 
Joseph Goodman, M.D., Secretary 
April 14, 1954 
Vitiligo. Presented by Dr. Witt1AM HALPERN, Worcester, Mass. 


J. R., a 39-year-old Negro woman, noticed patches of depigmentation on the forearms 
six months before presentation. The patches became larger, coalescing on the arms. New 
areas of depigmentation appeared on the trunk, legs, neck, and face. 
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There were oval and round depigmented areas scattered over the entire skin surface. 
The long axis of many lesions was parallel.to the lines of cleavage of the skin. 


DISCUSSION 


Dr. Witt1am Wor r, Lowell, Mass.: When this patient was first examined a few weeks 
ago at the clinic, the areas of depigmentation were confined largely to the neck area and 
the upper chest. Curiously the lesions then were somewhat oval in shape, and so the differ- 
ential diagnosis considered at that time was the possibility of vitiligo, as well as healed 
Pityriasis rosea with depigmentation. However, within a short time there was a tremendous 
spread of depigmentation to that as presented today. Therefore, the diagnosis of healed 
pityriasis rosea was quickly discarded. 

The treatment of vitiligo has always posed a perplexing problem. More recently, however, 
it has been more encouraging, as reported by Sidi and Bourgeois Gavardin in the May, 1952, 
issue of the Journal of Investigative Dermatology. This article dealt with treatment of six 
patients with vitiligo, using the drug ammoidin and ammidin. The writers carefully stated that 
it was a preliminary report, and they felt about 40% of depigmented areas became pigmented. 
However, subsequent work by Fitzpatrick failed to confirm the practicality of the use of this 
drug, and I think we are still faced with the problem of treatment. 


Dr. Maurice M. Totman, Boston: I rise to question the diagnosis of vitiligo in this case. 
First of all, when one examines the spots, there is the question of contrast in color. We always 
have difficulty in knowing where the normal begins and the abnormal ends, and whether the 
depigmentation or the hyperpigmentation is the pathologic area. On her face, I saw three shades 
of pigmentation: the hyperpigmented area, a relatively normal area, and a depigmented area. 
Therefore, this girl has something which is difficult to diagnose. If we accept the history that 
the lesion began as a circle and gradually spread, we must consider a widespread erythema 
streptogenes with subsequent depigmentation. 

Dr. Bernarp Appet, Lynn, Mass.: At the Boston City Hospital, we all felt that this was 
not a classical vitiligo, but we also were quite sure that the areas where there is diminished 
pigmentation are the pathological areas. 

We did consider the possibility of some adrenal cortex disturbance. We examined blood 
chlorides, blood pressure, total eosinophile counts after injections of corticotropin (ACTH) ; 
in fact, all the laboratory studies that we have done have so far shown nothing abnormal. We 
feel that it is not erythema streptogenes. There is no scaling. This case is quite a puzzle to us. 


Dr. ALFRED HoLLANpbeR, Springfield, Mass.: During my recent visit in Peru, I saw six 
cases of vitiligo treated with ammoidin and ammidin over a period of about one year’s time. 
Both external and internal medication was used. There was some pigmentation of areas of 
vitiligo in all cases after about three to six months’ treatment, but shortly after the medication 
was discontinued the pigmentation disappeared in most of the treated cases. On the whole, 
the results were not satisfactory. Exposure to sunlight is desirable during the time of treatment. 

If this woman hadn’t been born in Virginia and if I had seen her in South America, I would 
have made a diagnosis of mal de pinta. 


Drug Eruption (Diphenylhydantoin and Methylphenylethylhydantoin). Presented by 
Dr. Harvey B. ANSELL, Portland, Me. 


E. L. J., a 28-year-old, white man, took diphenylhydantoin (Dilantin) for epilepsy, starting 
about six years ago. Two years ago, diphenylhydantoin was discontinued, and methylphenylethyl- 
hydantoin (Mesantoin) was started. On March 13, 1954, methylphenylethylhydantoin was dis- 
continued, and the patient was placed on mephobarbital (Mebaral). 

There was a diffuse, reddish-brown, telangiectatic eruption involving the lower half of the 
forehead, the periorbital areas, the nose, the upper lip, the cheeks, and the temples. 


DISCUSSION 


Dr. Ettwoop C. WeEtsE, Bridgeport, Conn.: The patient presented pigmented telangiectatic 
eruption corresponding to the point of contact of a large pair of goggles, or corresponding to 
the surface in contact with the tape of a piece of rubber tissue which the anesthetist frequently 
lays across the eyes when giving an anesthetic. This distribution might suggest a contact agent. 

The distribution immediately attracted my attention, and, despite incessant questioning, I was 
unable to elicit much information which would help in making a definite diagnosis. He did state, 
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however, that in the course of the study of his epilepsy, he had had arteriograms done. That 
the substances injected would pick out this very typical goggle-like distribution bilaterally, 
I would hesitate to say. 

Now, it is true that he had diphenylhydantoin sodium, methylphenylethylhydantoin, and one 
or two other antiepileptic drugs. I think we can rule out most of them, except diphenylhydantoin, 
because he stated that this eruption began about a year before he stopped taking diphenylhydan- 
toin sodium. The chemical structure of methylphenylethylhydantoin and diphenylhydantoin is 
somewhat similar. However, I cannot see how either of these drugs could produce this eruption in 
this particular distribution. I think there is a possibility we are dealing with a fixed drug 
eruption. This patient might be put back on diphenylhydantoin sodium to see if this eruption 
is aggravated. I do not believe that this has been done. I must confess that I am at a loss to 
arrive at a definitive diagnosis. 

Dr. Maurice M. Totman, Boston: I, too, was struck by the distribution and felt that this 
was contact dermatitis of some type. At one time, while the patient worked as a welder, he 
sustained a “flash burn,” which gave him a severe eye condition so that he could not sleep all 
of one night and required treatment. The only thing about this part of the history is that he 
could not say whether this took place before he had the rash. However, I was struck by the 
fact that this type of pigmentation had a certain amount of vascularization of the type that one 
associates with some sort of actinic effect. In this case, I wonder if that episode might not 
have had something to do with this situation. 

Dr, Paut J. CaTINELLA, Boston: I was struck by the fact that the dermatitis was confined 
to the areas exposed probably to sunlight. As for the history of flash burn, I happen to have had 
some experience in handling a large number of welders who got what was known colloquially as 
a flash burn. Flash burn is actually an acute conjunctivitis which results from striking an arc 
without wearing goggles. The flash burn is not associated with an injury to the skin. It is the 
same type of injury that one would get from overexposure to an ultraviolet lamp. 

If this be a drug eruption from methylphenylethylhydantoin or diphenylhydantoin, I wonder 
whether there isn’t an element of photosensitization present. 

Dr. Ettwoop C. Wertse, Bridgeport, Conn.: After the patient received this so-called burn or 
conjunctivitis, he put an ointment “on his eyes.” I presume he meant his eyelids. If you will note, 
the tissues of the eyelids themselves, both upper and lower, are not involved. The pigmentation 
begins just a little below the eyebrows, above but not on the eyelids proper and just at the lower 
edge of the lower eyelids, extending bilaterally and symmetrically backward to the temples and 
toward the ears. Therefore, I wonder how much stress we can place upon this welding episode. 

Dr. BERNARD ApPEL, Lynn, Mass.: One of the previous discussers mentioned that he didn’t 
see what element in the formula could possibly produce an eruption. I don’t know myself what 
element in the formula produces an eruption, but we know that diphenylhydantoin sodium does 
produce an eruption. As a matter of fact, he had considerable hypertrophy of the gingiva, which 
is a characteristic reaction to diphenylhydantoin sodium. 

That methylphenylethylhydantoin does produce eruptions is well known. I remember very 
vividly a most dramatic case two or three years ago that ended fatally, a young boy who had a 
scarlatiniform toxic dermatitis medicamentosa from mesantoin that progressed to the point of 
generalized exfoliative dermatitis and eventual death. I think he also had aplastic anemia. 
although I am not quite sure of the latter. 

Another thing that sodium diphenylhydantoin produces is an acneform type of eruption that 
is symmetrical. It starts usually with erythematous papules, then sometimes becomes pustular. 
I don’t see anything about this structural formula that explains the exact mechanism, but it does 
happen. 

Therefore, first because of the hypertrophic gingivitis, and second, because of the distribution 
on the face, this probably is an eruption due either to diphenylhydantoin sodium or to methyl- 
phenylethylhydantoin; probably the latter is most likely to be the cause. 

Dr. Ettwoop C. WertsE, Bridgeport, Conn.: I just want to correct Dr. Appel. I did not 
say that I could not see why the particular elements in this compound should cause an eruption. 
I said I did not see why this particular compound should cause a goggle-like eruption limited 
to just this distribution. 

Dr. Maurice M. Totman, Boston: On further questioning, this patient stated that he got 
himself a little cap, something like a baseball cap. He worked under fluorescent lights. How 
much actinic radiation fluorescent lights give out, I do not know. After a while, he began to 
lose his hair; he thought the cap was responsible, and stopped wearing it. 
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Now, with the burn in the background, plus a certain amount of actinic rays, could not this 
condition be maintained? I cannot see how a drug eruption would omit the eyelids, as seems to 
be the case here, and have a very sharp line at the border. It is true that fixed drug eruptions 
do delineate themselves, but even where they do the borders fade out gradually, rather than 
with a sharp, firm line. 

Dr. GeorcE E. Morris, Boston: In a paper in the New England Journal of Medicine, Jan. 
1, 1953, I pointed out that the basic formulas of both phenobarbital and diphenylhydantoin are 
similar. 

Dr. Jack D. Cohen and I reported in that paper our observation that persons sensitized to the 
one can also be cross sensitized to the other. 

I believe that, since we are talking about photosensitization in this case, we should study 
his urine for porphyrins. 

Dr. E. Mytes Stanpisu, Hartford, Conn.: I think this is an instance of photosensitivity 
without a history of the light and flash burn. As I first saw the patient, I was struck by the 
intensity on the areas.that would be hit by a light of some sort and immediately thought of 
photosensitization. 

In some respects, the telangiectatic type of lupus erythematosus is similar to this, and I think 
the pathology in a way brings that out. Certainly, it is a good suggestion that the porphyrins 
ought to be investigated. Even though there is a medication back of it, photosensitization must 
play a part. 

Dr. JosEpH BECKER, New London, Conn.: Dr. Tolman mentioned the fact that he couldn’t 
see how this could be a drug eruption without there being any about the eyelids. Early in the 
war, when the cases of so-called atypical lichen planus, for want of a better name, came back from 
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the South Pacific and were found due to quinacrine (Atabrine) many of them had a goggle-like 
eruption, and their eyelids were not involved. 

Dr. BERNARD APPEL, Lynn, Mass.: It seems to me that about three or four years ago the 
Council on Physical Medicine of the American Medical Association issued a special report on 
this question of the ability of fluorescent lights to produce danger either to the eyes or to the 
skin, and, if my recollection is correct, they were completely absolved of any danger. It would 
have required, as I remember it, a few inches’ distance with prolonged exposures to produce any- 
thing at all comparable to any serious degree of disability. I feel, therefore, that this element 
should not be considered here. 

Dr. Mauray J. Tye, Haverhill, Mass.: Would that not depend, again, on what band of the 
ultraviolet spectrum the light emitted? If one were sensitive to the band of about 4,000 A., I 
believe there could be a reaction from fluorescent lights. 

Dr. BERNARD APPEL, Lynn, Mass.: My recollection is that the complete physical spectrum 
was studied and that the volume dosage of fhe various wave lengths was less than the amount 
capable of doing any damage. 

Dr. NevitLe Kirscn, Hartford, Conn.: I would say that was a drug eruption possibly 
due to diphenylhydantoin or one of the related drugs. In the Annals of Internal Medicine about 
a year or two ago, there was a case of periarteritis nodosa from diphenylhydantoin. All the 
formulas were written out, with phenobarbital structural formulas given to show the association. 

In the ArcuiIvEs, October, 1943, page 413, Dr. Paul O’Leary reported a fixed drug eruption 
from diphenylhydantoin sodium, so it has been known to cause vascular toxic effects. 

Dr. Harvey B. ANsELL, Portland, Me.: When I first saw this man, I also thought of photo- 
sensitization, but I could not rule out a drug eruption. 

In going over my files of drug eruptions reported, I discovered a paper that was published 
about three years age by the Journal of the American Medical Association, “Occurrence of Skin 
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Pigmentation During Mesantoin Therapy” (J. A. M. A. 147:744-748 [Oct. 20] 1951). In that 
paper, six cases were reported from the University of Colorado Medical Center of chloasma-like 
eruptions from methylphenylethylhydantoin. Some of these cases were seen by dermatologists, 
and a diagnosis of chloasma was suspected. Four out of the six cases were studied for porphyrins. 
The results were negative in each case. 

From THE FLoor: Were the eyelids involved in any of these cases? 


Dr. Harvey B. ANSELL, Portland, Me.: As far as I can recall, the distribution was like that 
of chloasma. I don’t think the eyelids were involved. These cases were due to methylphenyl- 
ethylhydantoin, but my patient started to develop the eruption while taking diphenylhydantoin. 
The chemical formulas are very much alike. 

Dr. Ettwoop C. Wess, Bridgeport, Conn.: Referring back to Dr. Appel’s remarks on the 
article in the Journal of the American Medical Association regarding fluorescent light, I should 
like to cite an experience in which there were long rows of girls working with rubber gloves 
wrapping bandages and gauze under glass with fluorescent lights directly over them. This was 
in the plant of a drug and surgical dressing firm. There were so many cases of dermatitis of the 
extensor surface of the forearm above the area that was shielded by the gloves and the glass 
under which the girls worked that the use of fluorescent lights was discontinued. Thereafter, 
there was no dermatitis. 


? Lupus Pernio. Presented by Dr. BERNARD AppeL, Lynn, Mass. 


M. McG., a 41-year-old white roofer, noticed redness of the palms, fingers, knuckles, and 
wrists three years ago. Redness of the lower lids developed six months later. Three weeks before 
presentation, he developed an edematous, red, scaly area on the cheeks and nose, and a red, 
scaly eruption on the sides of the face, neck, and scalp. 

X-ray of hands was negative. Complete blood count and urine were normal. A preparation for 
the L. E. cell was negative. 

DISCUSSION 


Dr. E. Mytes StanpisH, Hartford, Conn.: I think there are enough positive signs to classify 
this as lupus erythematosus. The buccal mucosa shows a definite lace-like band. There is hyper- 
keratosis along the lower lip at the vermilion border on the right side. Posterior to his left ear 
on the scalp, there are two or three scaly erythematous areas with partial alopecia, plus the lesions 
on his hands and the general spread over the face. I believe that he must be followed carefully 
with lupus erythematosus in mind. 

Dr. Jutius Picarp, Fall River, Mass.: I would make a diagnosis of lupus erythematosus 
disseminatum, plus lupus pernio on the hands. 

Dr. BERNARD APPEL, I ynn, Mass.: X-ray examinations of the chest were negative. Several 
tests for the L. E. cells were negative. I am not too enthusiastic about the diagnosis of lupus 
pernio, but I feel that lupus pernio of the type described by Hutchinson presents the best diag- 
nosis at this stage. However, I shouldn’t be astonished if eventually the proper diagnosis turns 
out to be the subacute phase of chronic generalized discoid lupus erythematosus. 


Schamberg’s Pigmentary Dermatosis. Presented by Dr. Wi1LL1AM J. MacponaLpD, Boston. 


A. N. T., a 59-year-old white farmer, gave a history of amputation of the right leg for osteo- 
myelitis in 1947. The eruption on the stump of the right leg and on the left leg started about a 
year before presentation. The areas of involvement show macules and telangiectases, with 
“Cayenne pepper” spots in the periphery of the lesions. 


DISCUSSION 


Dr. Oxiver J. Harris, Quincy, Mass.: These lesions are purpuric and follicular, and they 
are scattered on the left leg, but on the right stump they have become accentuated and coalescent, 
save for the area of the window that is made in the prosthesis, which corresponds to a relatively 
clear area of the skin on the stump. The fact that these are purpuric and follicular, and the fur- 
ther evidence that there are purpuric areas on the roof of the mouth suggested to me the possi- 
bility of this being a vitamin C deficiency. In other words, we are dealing with an increased 
capillary fragility . 

However, Dr. Morris, who is also interested in this type of case and was present when I 
examined this patient, put a tourniquet on the patient’s arm and no petechiae appeared. A posi- 
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tive tourniquet test would be expected with the diagnosis of scurvy. Also opposed to the diag- 
nosis of vitamin C deficiency would be the fact that this man has an adequate diet, and he is not 
an alcoholic. 

There are, as well, lichenoid lesions on the lower left leg about the ankle, and these might 
suggest the diagnosis of purpuric pigmented lichenoid dermatitis. In any case, I would like to 
know what the vitamin C blood determination is in this patient. 

Dr. Mauray J. Tye, Haverhill, Mass.: To account for the mouth lesions, I had the man 
take his upper plate out, as this is a nice way of demonstrating capillary fragility due to suction- 
like action of the plate. If the man had an adequate intake of vitamin C within the last few days, 
this tourniquet test could be negative today. Then the lesions that were present were not only pur- 
puric, but they were follicular. I believe that this man may have a vitamin C deficiency. I would 
not consider Schamberg’s disease until he had had adequate vitamin C intake supplied. 

Dr. Leon BaBALian, Portland, Me.: I feel that our attempts to classify these purpuric and 
follicular lesions from the clinical point of view are academic. For the past six months, I fol- 
lowed a case which started like a Schamberg disease, later on turned to be a typical Gougerot 
and Blum disease with its purpuric pigmented lichenoid lesions, and finally became a plain 
petechial purpura. It is important to inquire thoroughly in every case about drug intake. This 
patient told me that he has taken “bile salts” for months. I wonder if that medication cannot 
explain his persistent eruption. 

Dr. BERNARD APPEL, Lynn, Mass.: I cannot recall any patients with definite scurvy who 
were itchy. It is possible that the acute lesions which are essentially follicular in distribution may 
itch, but this patient told me that the eruption was very itchy. 

I feel that the important diagnosis to consider here is that variant of lichen planus which is 
known as purpuric lichenoid dermatosis that is common on the extremities, described by Gougerot 
and Blum. 

There is a tremendous element of personalized idiosyncrasy in the development of these lesions. 
There is no doubt at all about the fact that the eruption on the stump has a definite relation- 
ship to the pressure, but why did it appear just recently? One must regard this eruption as a 
manifestation of some systemic disturbance. 

Dr. Georce E. Morris, Boston: During the past three years, I have undertaken several 
studies on vitamin C in my office. It is not easy to find out all there is about vitamin C, and 
there is still much work to be done with it. However, 5.3% of the people who walked into my 
office during 1953 had blood vitamin C levels that were abnormally low. 

It is not always true that the tourniquet test will change in a week, for I gave patients with 
abnormally low vitamin C levels up to 3 gm. of ascorbic acid a day, and it took a month for some 
of the tourniquet tests to turn from positive to negative. I suggest that we could all do more 
blood vitamin C levels, because there is more scurvy prevalent than we know about. 


Dermatitis Herpetiformis. Presented by Dr. Maurice M. Toitman, Boston. 

R. L., a 10%-year-old white boy, developed papular lesions on the chest 10 months ago. Sub- 
sequently, similar lesions appeared on the back, buttocks, and thighs. 

There were discrete and grouped excoriated papules in all the areas noted above. 

White blood cell count and smear were normal. Sulfapyridine in doses up to 0.5 gm. four 
times daily was without effect. One week before presentation, the patient was started on chloro 
quine (Aralen) in a dose of 0.25 gm. twice daily. 


DISCUSSION 

Dr. Hersert MEscon, Boston: I thought this probably was dermatitis herpetiformis, in 
spite of the fact that the patient failed to respond to sulfapyridine. The main point in discussing 
this case was to bring up again the role of psychosomatic factors in dermatitis herpetiformis. I 
feel this should be emphasized because in the history itself no mention was made of these factors. 

In speaking to the mother of this child, I found that she has been separated from her husband 
since the boy was 3 years of age. The boy is taken care of during the day by his grandmother, 
who is in her 70’s. The grandmother and the boy do not get along at all, and the boy scratches 
and complains of itching in direct proportions to how upset he is. 

This is not something that one can prove. One can’t take a biopsy of the cerebral cortex or 
any other area to prove a psychosomatic illness. I just wonder how important a role this plays 
in the child and whether we have anything to offer here by either social service readjustment or 
by psychiatric treatment. 
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Dr. JosEPpH GoopMAN, Boston: I would like to go further than Dr. Mescon and express a 
doubt that the patient has dermatitis herpetiformis. The picture suggests it, certainly. The mother, 
however, has never seen a blister, and there are no vesicles present now. 

It is perfectly possible for this picture to be produced merely by picking. The absence of 
eosinophilia, the absence of a characteristic microscopic picture, and the absence of response to 
sulfapyridine seem to me to militate against the diagnosis of dermatitis herpetiformis. 

Dr. Jos—EpH MULLER, Worcester, Mass.: The clinical picture gives the impression of 
dermatitis herpetiformis, but it is quite possible—I almost think probable—that Dr. Goodman is 
right. Either way, I think we cannot prove our point without bringing the boy to a hospital for 
a limited period of time, which would change the environment, as well as make it possible to 
watch him. Of course, if we do get favorable response to hospitalization, the problem is one for 
a social service worker, rather than a dermatologist. 

Dr. Paut J. CatineELwa, Boston: I’d like to suggest something that I’m sure you are all 
aware of, and that is that the administration of sulfapyridine should not be used as a criterion in 
the differential diagnosis of dermatitis herpetiformis. I am sure that you have all had patients 
who failed to respond to large doses or have not maintained their response, in spite of continua- 
tion of large doses of the drug. 

D. Mauray J. Tye, Haverhill, Mass.: I’m going to agree with Dr. Catinella. We don’t see 
vesicles in most of our cases of dermatitis herpetiformis. We may see them in the very early 
stages of the disease with an occasional vesicle, but most of the time our patients look like this 
patient with excoriations. 

You might put an occlusive dressing on one arm, take it off in four or five days and see what 
took place. Then you may be able to see a primary lesion and take a biopsy. 

As for the sulfapyridine, I’d also agree with Dr. Catinella, Many of the patients do not seem 
to respond to it. I’d suggest the possibility of trying sulfoxone (Diasone) or other sulfones. 
They have been very effective in treatment of this condition. 

Dr. JosEPpH GoopMAN, Boston: I have apparently said something which led several of the 
discussers to believe that I said that if this patient didn’t respond to sulfapyridine, he didn’t have 
dermatitis herpetiformis. I didn’t mean to imply that, but I wish to point out again that there is 
nothing in this instance to support the diagnosis of dermatitis herpetiformis, except that which 
one sees with the naked eye when one looks at this patient, and this picture can be produced by 
neurotic excoriations. 

I think Dr. Tye’s suggestion of putting an occlusive dressing on one arm or leg is an excel- 
lent one and certainly should take precedence over trying a number of other drugs which might 
eventually lead to trouble. : 

An interesting feature of this dermatosis is the fact that the patient does not itch in the day- 
time. He itches only at night. His mother has never seen him scratch the lesions. 

Dr. ALFRED HOLLANDER, Springfield, Mass.: Let’s not become psychiatrists today. This 
is a child. I don’t think this child is able to produce symmetrical lesions on the back, though an 
adult might be able to produce symmetrical artefacts. 

Dr. JoseEPpH MULLER, Worcester, Mass.: Psychosomatic disease is possible at any age. I 
think this youngster needs hospitalization with very little drug therapy. 

Dr. Maurice M. Totman, Boston: I have listened very carefully to all of this discussion, 
and nobody uses the words “psychosomatic” and “psychogenic” more than I do. However, this 
boy has a symmetrical eruption with grouped lesions. He would be more than an artist and more 
than a product of frustration if he could do that equally with both hands as it seems to be in 
this particular case. Moreover, the size of the lesions is uniform. You do not see neurotic excoria- 
tions in any case of the uniform pattern that this case represents. 


Essential Hyperlipemia. Presented by Dr. CHEsTER N. Frazier, Boston. 

M. C., a 56-year-old white millworker, developed skin lesions starting three months ago. 
There were tiny, yellowish-red papules on the extensor surfaces of the arms, the flexor aspects 
of the wrists, the outer quadrant of the right breast, the abdomen, the buttocks, the knees, and the 
outer margin of the dorsum of each foot. The liver was palpable three fingerbreadths below the 
right costal margin. 

DISCUSSION 

Dr. Franz S. Hersst, Boston: This is a case of idiopathic hyperlipemia, a disease in which 
not only the serum cholesterol and phospholipids but also the neutral fat is elevated. Because of 
the increase and the physicochemical state of the neutral fat in the serum, the serum appears 
milky, even when taken in a fasting state. 


137 























































Spee tees TBA 








ike MARS EAE APY SES BAY 






saat 


Swe? 





























































A. M. A. ARCHIVES OF DERMATOLOGY 


In 1943 it was observed that after an injection of heparin into dogs alimentary hyperlipemia 
disappeared immediately. This clearing process, however, does not occur when heparin is added 
to lipemic plasma in vitro. On the other hand, clearing can be produced in a test tube, when 
lipemic plasma is incubated with in vivo heparinized plasma. Therefore, it was concluded that 
after the injection of heparin an active factor, the “clearing factor” was produced. 

We tested seven patients with idiopathic hyperlipemia by a single i. v. injection of 
heparin. We found not only a decrease in the turbidity of the plasma, but also a decrease in the 
elevated cholesterol, phospholipid, and neutral fat values. These observations induced us to start 
such patients on a prolonged treatment with heparin. At first, our patients received daily injec- 
tions of 100 mg. of heparin in an aqueous solution. This type of heparin administration was not 
very effective in most of our patients. Therefore, we continued with daily injections of 200 mg. 
of heparin sodium in gelatin and dextrose (Depo-Heparin). Under this procedure, carried on for 
several months, one patient lost all his skin lesions, though the serum lipids have not yet returned 
to normal values. Another patient lost all his eruptive, papular xanthomas, while the tuberous and 
tendon xanthomas decreased in size considerably. The blood lipids of this patient returned to 
normal values. : 

However, it was my belief that the most effective way of influencing the elevated lipid values 
would be the constant maintenance of a certain heparin level in the blood. Therefore, this 
patient, presented today, received intravenous infusions of 200 mg. of heparin given over a 
period of 18 hours a day. After two weeks of these daily infusions, the cholesterol decreased 
from 638 to 355 mg. per 100 cc., the phospholipids from 638 to 355 mg. per 100 cc., and the 
neutral fat decreased from 2,201 mg. per 100 cc to 1,071 mg. per 100 cc. The turbidity of the 
plasma decreased from 31 to 6 units. The serum before the treatment was very creamy. After 
the two weeks of treatment, it is almost clear. As the patient probably told you, her numerous 
papular xanthomas disappeared or decreased in size considerably. So far, we have treated five 
patients with heparin, without any side-reactions whatsoever, though some of them received 
heparin for six months daily. If the usual precautions are taken in selecting patients for this 
kind of treatment, heparin cannot be considered a dangerous treatment at all. 

Hand-Schiiller-Christian disease has no relationship to “idiopathic hyperlipemia, since the 
blood lipids are completely normal, provided a fasting serum sample is studied. In view of this 
fact, it does not seem promising to treat Hand-Schiiller-Christian disease with heparin. In some 
recent studies at our laboratory, I found that heparin is effective only when the serum lipids 
are elevated, but ineffective when the lipid values are normal. 

To evaluate the effect of our heparin treatment, the patients were asked to continue their 
normal diet. We gave them either Depo-Heparin or heparin infusions to bring down the elevated 
lipid values. As soon as this is accomplished, it is advisable to continue with a low-fat diet 
alone in mild cases or in severer cases with a combination of a not-too-strict low-fat diet and 
injections of heparin, given at longer intervals. To get the fastest response in the shortest time 
possible, it seems best, for the actual treatment, to start with a strict low-fat diet and heparin 
infusions for about two to four weeks. The low-fat diet is to prevent a further loading of the 
blood with lipids, which only would require more heparin to bring about a decrease of the lipids. 

Dr. ALBERT Sorrer, New Bedford, Mass.: I noticed this patient was hospitalized for two 
weeks. What can you expect after discharge from the hospital? Can you control the blood levels 
when the patient is discharged by just diet alone, or do you have to give further intravenous 
injections of heparin periodically? Then is it safe to do it at home, or is it better to go into a 
hospital ? 

Dr. Franz S. HErBst, Boston: The response to the treatment with heparin depends mainly 
on the initial lipid values. The higher the initial lipid values the more heparin is necessary and 
the longer it will take to normalize the lipid values. Mild cases certainly can be controlled with 
diet alone, after discontinuation of the heparin treatment. In severer cases, diet should be sup- 
ported by injections of heparin, maybe once or twice a week. There is some indication that the 
lipid values rise rather quickly after heparin and/or diet therapy is discontinued. The schedule 
of the treatment has to be determined individually. The blood chemistry, rather than the 
immediate response of the skin lesions, has to be the guide for our treatment. All our patients 
were treated on an ambulatory basis, except this case presented today and another one. All the 
patients give the injections themselves. 

Analysis of the low density serum lipoproteins in the ultracentrifuge by. the flotation tech- 
nique showed in our patients a tremendous increase in those lipoproteins which have a high 
flotation rate. Prolonged heparin treatment resulted in a shift toward a normal pattern. 
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As far as the relationship of certain lipoprotein classes to atherosclerosis is concerned, I do 
not think one should speak of a highly specific test, when the lipoproteins are analyzed by ultra- 
centrifugation. To my knowledge, Gofman and co-workers only speak of a different athero- 
genicity of certain lipoprotein classes, whereby the S¢ class 12-20 and 20-100 probably has the 
highest atherosclerogenic activity. It is true that idiopathic hyperlipemia is rather often accom- 
panied by clinical manifestations of atherosclerosis. 


Mycosis Fungoides. Presented by Dr. Paut J. CaTINELLA, Boston. 

? Chronic Discoid Lupus Erythematosus, ? Psoriasis. Presented by Dr. Mauray J. Tye, Haverhill, Mass. 

Discoid Lupus Erythematosus. Presented by Dr. Maurice M. ToLMAN, Boston. 

Pemphigus, ? Dermatitis Medicamentosa (Phenolphthalein). Presented by Dr. WILLIAM J. MACDONALD, Boston. 

? Pre-Epitheliomatous Senile Keratosis. Presented by Dr. Paut J. CATINELLA, Boston. 

? Parapsoriasis Lichenoides et Varioliformis, ? Atypical Pityriasis Rosea. Presented by Dr. Mauray J. Tye, 
Haverhill, Mass, 

Lymphangioma. Presented by Dr. WILLIAM J. MACDONALD, Boston. 

Diffuse Symmetrical Lipomatosis, Cirrhosis. Presented by Dr. CHESTER N. Frazier, Boston. 


PHILADELPHIA DERMATOLOGICAL SOCIETY 


Bertram Shaffer, M.D., Chairman 
Lewis M. Johnson, M.D., Secretary 
May, 1954 


Chronic Lupus Erythematosus? Light Sensitivity? Presented by Dr. Herpert A. 

LuscoMBE. 

A. D., a white boy aged 3 years, small and frail, in no acute distress, presented on the 
cheeks several small, irregular, but well marginated erythematous patches with adherent 
scaling on the surface. The eruption appeared on the face when the child was 10 months old, 
and quickly spread to involve the nose and adjacent cheeks with edema, and to cause peeling 
and cracking of the lips. It cleared by October, 1952, but has recurred several times in the 
past 18 months. 

A roentgenogram of the chest on July 11, 1952, was negative. The urinalysis was within 
normal limits. A complete blood count on July 11, 1952, revealed 9 gm. hemoglobin per 100 cc.; 
3,200,000 erythrocytes, 5,000 leucocytes; 41% polymorphonuclear leucocytes, 51% lymphocytes. 
On Oct. 2, 1953, the blood count showed 10 gm. hemoglobin per 100 cc.; 4,000,000 erythro- 
cytes, 6,650 leucocytes; 2% monocytes, 6% eosinophiles. On April 30, 1954, the blood count 
was 12 gm. hemoglobin per 100 cc.; 3,800,000 erythrocytes, 7,000 leucocytes; 4% monocytes, 
4% eosinophiles. 

The report on the biopsy specimen was as follows: “The section presented a moderate 
hyperkeratosis. The epidermis was of varying thickness, showing atrophy in some parts and 
thickening in others. There were some saw-toothed rete pegs with a suggestion of basal cell 
layer liquefaction. The latter was not clear-cut. There was a nonspecific infiltrate composed 
mostly of lymphocytes. Dilated capillaries at one end of one section suggested telangiectasia. 
Sweat glands and hair follicles did not seem to be involved in an inflammatory process. (There 
was no collagenous degeneration.) Diagnosis: Subacute L. E.?” 

From July 11, 1952, to Oct. 10, 1952, the patient received iron and vitamins orally and 
Skolex (a sun-screening cream containing propylene glycol p-aminobenzoate as the active 
ingredient) locally, and the eruption improved. From Oct. 9, 1953, to Feb. 19, 1954, he 
received 30 Y of vitamin Biz, intramuscularly, a week, and the eruption cleared. From April 
30, 1954, to May 21, 1954, he had received one injection of vitamin Bi: intramuscularly. 


DISCUSSION 

Dr. H. H. Pertman: I favor the diagnosis of light sensitivity. I saw no evidence of 
lupus erythematosus. After two years one would expect to find the plugging, atrophy, and 
other indications. Was the urine studied for porphyrins? 

Dr. Joun P. Scutty, Reading, Pa.: I feel sure that chloroquine will bring about a clinical 
response quicker than bismuth or intramuscular injections of vitamin Bu. 

Dr. BERTRAM SHAFFER: Is there any correlaton between light exposure and the activity 
of this process. 

Dr. Hersert A. LuscomBe: I have followed this child since just before he was a year 
old, when I first saw him with the appearance we showed in the photographs. At that time 
his eruption seemed to be that of light sensitivity. He did very well, almost cleared up, when 
we protected him with Skolex and no other treatment. Subsequent attacks were always related 
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to exposure to light. His urine, examined under the Wood light for porphyrins during one 
of the acute outbreaks, was negative, but we have done no chemical studies. 

Dr. BerTRAM SHAFFER: In a recent study on light sensitivity (Cahn, M. M.; Levy, E. J.; 
Shaffer, B., and Beerman, H.: Lupus Erythematosus and Polymorphous Light Eruptions, J. 
Invest. Dermat. 121:375 [Dec.] 1953), we felt there was a correlation between certain cases of 
light sensitivity and lupus erythematosus, in that light sensitivity was often the prodromal stage 
of what would turn out to be a case of lupus erythemaosus. This may be just one of those cases. 
They respond to protection from light, flare up again from exposure to light, and subsequently 
go into true lupus erythematosus when light appears to play only a minor role in the subsequent 
activity of the process. 

Dr. H. H. Pertman: A very simple test would be to play the ultraviolet rays of the mer- 
cury vapor quartz lamp on a very small area of the skin. If one got a positive reaction there, 
it would be in favor of light sensitivity. 

Dr. D. M. Sinttck: I do not think it advisable to attempt to expose any part of the skin 
of such a patient to light, for the reason that very often a more or less generalized eruption 
follows such exposure. 

Dr. Bertram SHAFFER: Yes; Drs. Cahn and Levy, who have done this, have occasionally 
produced a rather extensive eruption of this type. 


Extensive Lichen Planus Superimposed upon a Background of Myelogenous Leukemia. 

Presented by Dr. Joun P. Scutty, Reading, Pa. 

M. B., a white woman aged 23, is known to have had a large spleen as long as three years. 
At that time her condition was diagnosed as myelogenous leukemia. Since then she has 
received roentgen therapy as recently as six months ago from Dr. Hoffman in Lebanon, Pa., 
and has received repeated treatments with triethylene melamine. 

In the fall of 1953 she began to note what she called “hive-like marks” on the anterior 
chest wall, which began to assume an erythematous papular appearance, soon spreading over 
the entire body. 

She presents papular erythematous dusky plaques on the extremities, some lesions on the 
face, a dusky purplish color of the lips, and a whitish, almost infiltrated look to the tongue. 

The picture is that of a widespread lichen planus. 

The patient still has a markedly enlarged spleen, twice its normal size, though at one 
time it was said to have reached the iliac crest. The leucocyte count remains between 
40,000 and 60,000. 

The report on the biopsy specimen, a lesion from the right wrist, was as follows: “These 
sections of tissue showed a mild hyperkeratosis and moderate irregular acanthosis.. Spongiosis 
was evident throughout the stratum mucosum, most marked in the lower portion of the 
rete pegs. There was liquefaction degeneration of the basal layer with penetration of an 
inflammatory infiltrate from the dermis up into the epidermis in some places. In the papillary 
and subepidermal portions of the corium there was a moderate inflammatory infiltrate con- 
sisting mainly of lymphocytes with numerous eosinophiles. In the mid-portion of the dermis 
the infiltrate was chiefly perivascular. Dermal appendages were normal. There was no 
evidence of malignancy visible in any of the sections examined.” (Herman Beerman, M.D.) 
Pathological diagnosis: Lichen planus (note eosinophiles). 


DISCUSSION 

Dr. VauGcHN C. Garner: The eruption has the typical morphology of lichen planus. One 
questions, however, whether it might be a lichen-planus-like leukamid? 

Dr. Joun P. Scutty, Reading, Pa.: I heard several people comment on the possibility of 
this being drug-induced through therapy she had for her leukemia, and I suppose that has 
to be seriously entertained. 

Dr. A. Strauss: On the elbows and knees and in the scalp it appeared to me that the 
lesions were almost psoriatic. Were they originally there or are they an added feature? 

Dr. Joun P. Scurry, Reading, Pa.: So far as I know, there were no cutaneous lesions 
prior to this eruption. 


Leukoplakia of the Glans Penis and Prepuce. Presented by Dr. MEYER L. NIEDELMAN and 
(by invitation) Dr. Eo>warp KARAMANOUKIAN. 


S. M., a Negro aged 62, presented on the glans and prepuce a bright red, velvety, moist, 
granulating surface and numerous white and grayish, hard, verrucous, slightly elevated lesions. 
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These had been present for two years and in the past several weeks had progressed rapidly. 
There were no subjective symptoms. The white areas were hard and rough and resembled 
leukopiakia. There was no inguinal adenopathy. The left testis was atrophic. There were 
keloids and extensive burn scars on the abdomen. The patient had not been circumcised. 
Skin tests: Lygranum (Frei) positive; control negative; Ducrey negative. 

On Nov. 1, 1953, the patient noticed a small ulcer on the glans penis, which soon spread 
all around. It was pruritic at night, and painful only when urine passed over it. 

-The serologic tests for syphilis, on April 28, 1954, were nonreactive. 

The report on the biopsy was leukoplakia(?). 

The urologic consultant suggested partial amputation of the penis. 


DISCUSSION 

Dr. Herman BeEErMAN: I should like to ask on what basis the diagnosis of leukoplakia 
was made? 

Dr. Joun F. Witson: Has anyone looked for Donovan bodies? 

Dr. Joun P. Scutty, Reading, Pa.: Is the ulcer at the site of the biopsy? I think we 
should consider balanitis xerotica obliterans. 

Dr. Joun E. German, Reading, Pa.: I found his penis had been depigmented on the 
head ever since he was a young man. I wonder how much of his lesion at present is due to 
masceration from a long foreskin. If circumcision were performed, perhaps there would be 
some chance of healing. 

Dr. Meyer L. NiepELMAN: The diagnosis was made on the clinical evaluation and on the 
positive histologic report. It is possible that of the three sections, Dr. Beerman may have 
seen the one which showed only a nonspecific dermatitis. It is interesting that lekoplakia 
and cancer of the penis are rare in the Negro. Usually in balanitis xerotica obliterans there 
is eventually narrowing and sclerosis of the urethral openings; he has a free flow. I do not 
know what the relationship is between the depigmentation and his present condition. I am 
interested primarily in how to treat him. I feel sure that if he is not treated radically, he will 
develop squamous cell carcinoma. One can only conjecture whether this lesion began with 
erythroplasia of Queyrat. 

Dr. BertRAM SHAFFER: I thought of the possibility of lichen sclerosus et atrophicus 
involving the penis. This is related to kraurosis of the penis and also to balanitis xerrotica 
obliterans. Is the histologic picture compatible with this? 

Dr. Herman BEERMAN: No. When I saw the biopsy specimens they showed only dermatitis. 
I should like to see the biopsy specimen that showed leukoplakia. 

Dr. Apert M. KricMAn: Would not all the points of view be composed if we assumed 
that the initial process was kraurosis of the penis and the others secondary to that? 

Dr. Herman BEERMAN: Kraurosis is a premalignant lesion, but it is usually atrophic, 
and this is a hypertrophic lesion histologically ; but it is not leukoplakia in the sections I studied. 

Dr. Atpert Kiicman: Isn’t it true that leukoplakia can arise on an atrophic lesion? It 
does in kraurosis vulvae. 

Dr. Carrot, F. Burcoon Jr.: Amputation is a radical procedure. It would seem to me 
that our basic approach to leukoplakia of the tongue and of the penis should not be significantly 
different. I therefore propose that this patient be treated conservatively with destruction of 
the leukoplakic lesion by electrosurgery and careful follow-up. Then if there is no progres- 
sion, the radical operation might be avoided. 

Dr. Meyer L. Niepetman: A patient with a lesion similar to this man’s was seen about 
one year ago at Temple Medical Clinic, where an amputation was done. Sections showed 
squamous cell cancer deeper in the tissues. 

Dr: Joun P. Scutty, Reading, Pa.: I suggest either grenz rays or thorium-X. 


Acute Cutaneous Angiitis (Hypersensitivity Type) with Ulceration. Presented by Dr. HERBERT A. LUSCOMBE 
and (by invitation) Dr. JoHn H. YEAMAN. 
Amyloidosis. Presented by Dr. THOMAS BUTTERWORTH, Reading, Pa. 
Multiple Paronychia of Unknown Etiology, in an Infant. Presented by Dr. JosePpH K. Corson. 
Leukonychia Punctata et Striata. Presented by Dr. Herpert A. Luscomse and (by invitation) Dr. JoHN H. 


‘YEAMAN, 
Keloid. Presented by Dr. JosePpH K. Corson. 
Ectodermal Nevus: Presented for Therapeutic Suggestions. Presented by Dr. CARROLL F. BURGOON Jr. 
Congenital Ichthyosiform Erythroderma. Presented by Dr. CarroLt F. BuRGOON Jr. 
Nevoxanthoendothelioma. Presented by Dr. Joun P. Scutty, Reading, Pa. 
Lichen Spinulosus? Lichen Nitidus? Lichen Planus? Presented by Dr. JosEPH K. Corson. 
Reticulum Cell Sarcoma. Presented by Dr. HENRY B. Decker and Dr. HERBERT A. LuscOMBE. 
Tinea Corporis with Tinea Pedis (Trichophytin Purpureum). Presented by Dr. CarroLt F. BuRGOON Jr. 
Necrobiosis Lipoidica Diabeticorum? Presented by Dr. JoHn P. Scutty, Reading, Pa. 
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News and Comment 








GENERAL NEWS 


Specialists Certified by the American Board of Dermatology and Syphilology, Inc. 
—As a result of its recent examinations, the American Board of Dermatology and Syphilology, 
Inc., has certified the folllowing 23 specialists up to and including Dec. 31, 1954: 


Saul Blau, New York 

Florante Bocobo, Ann Arbor, Mich. 
Robert F. Clark, Rochester, N. Y. 
Joseph K. Corson, Philadelphia 

John W. DeReamer, Savannah, Ga. 
Douglas F. Hirsch, Newburgh, N. Y. 
Charles M. Howell Jr., Winston-Salem, N. C. 
Daniel Hyman, New York 

Edward W. Kelly Jr., Detroit 

John A. Kenney Jr., Cleveland 

Louis Kolbrenner, Brooklyn 

Thomas B. Maxwell, Bakersfield, Calif. 


The following 49 dermatologists also passed 


fulfillment of other requirements : 


Martin Asch, Sacramento, Calif. 

Gilbert H. Barnes, Mill Valley, Calif. 

Elmer E. Batts, San Rafael, Calif. 

John P. Briske, Fort Dix, N. J. 

Marvin Brodey, New York 

William R. Buckley, Rochester, N. Y. 

Kenneth H. Burdick, Sampson Air Force 
Base, N. Y. 

Milton M. Cahn, Philadelphia 

Earl R. Claiborne, Oakland, Calif. 

Jean Abel Cramer, Elizabeth, N. J. 

John E. S. Dockweiler, Los Angeles, Calif. 

Cletis S. Dorsey, Pasadena, Calif. 

Eva Taylor Everett, Dickinson, Texas 

Harry R. Foerster Jr., Milwaukee, Wis. 

Robert K. Bardner, Canton, Ohio 

William H. Garvin Jr., Jacksonville, Fla. 

Henry T. Gray, Forrest City, Ark. 

Isidore Hardin, Edmonton, Alta., Canada 

Louis E. Harman Jr., Russellville, Ohio 

James John Jambor, El Centro, Calif. 

Thomas S. Kemp, Madison, Wis. 

David W. Kersting, Chicago 

Edward S. Kozikowski, Cleveland 

Jack Kramer, New York 

Marguerite Rush Lerner, Portland, Ore. 


The present membership of the Board is as follows: 


H.* Milford Nelson, Santa Cruz, Calif. 
Marvin C. Nelson, Denver 

Ruth Robishaw Rauschkolb, Cleveland 
Joseph M. Riddell Jr., Fort Worth, Texas 


Walter J. Schmidt, La Mesa, Calif. 


Joseph W. Sewell Jr., Birmingham, Ala. 
Elmer H. Tuttle, Rochester, N. Y. 
Sheldon A. Walker, Columbia, S. C. 
Thelma Golub Warshaw, New York 
Harry L. Wechsler, McKeesport, Pa. 
Carl B. Weller, Monterey, Calif. 


the examinations, and will be certified upon 


Robert Levine, Columbus, Ohio 

Edwin J. Levy, Yeadon, Pa. 

Barton L. Lewis, Rochester, Minn. 

Roland E. Long, Columbus, Ohio 

Donald J. Madden, Santa Monica, Calif. 

John H. Meyers, Kew Gardens, N. Y. 

Norman Orentreich, New York 

Herman M. Panzer, Philadelphia 

Bernard J. Pass, Nashville, Tenn. 

Eldon T. Perry, Philadephia 

Wilson A. Powell Jr., Temple, Texas 

Leon Reznick, Newton, Mass. 

Winfred E. Ryle, Pensacola, Fla. 

Abraham Satanove, New Westminster, B. C., 
Canada 

Sam I. Sato, Cleveland 

Claudia R. Simon, Cincinnati 

Charles G. Steffen, Covina, Calif. 

James R. Trimble, Durham, N. C. 

Darl E. Vander Ploeg, Pella, Iowa 

Kornelius Van Goor, Grand Rapids, Mich. 

Ellwood C. Weise, Jr., Bridgeport, Conn. 

Charles W. Whitmore, Lynchburg, Va. 

Margaret Gray Wood, Philadelphia 

Edward L. Worthington, New Rochelle, N. Y. 


President, Dr. George M. Lewis; 


Vice-President, Dr. Arthur C. Curtis; Secretary-Treasurer, Dr. Beatrice M. Kesten; Dr. Nelson 
Paul Anderson, Dr. J. Lamar Callaway, Dr. Marcus R. Caro, Dr. Anthony C. Cipollaro, Dr. 
John H. Lamb, and Dr. Farncis W. Lynch. Miss Janet Newkirk remains Executive Secretary. 
The office of the Board is at 129 E. 52d St., New York 22, and all communications should be 


sent to that address. 
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PRIMARY CUTANEOUS MYCOSES 


JAN SCHWARZ, M.D. 
and 
GERALD L. BAUM, M.D., Cincinnati 


Sooo oe Te UT TUT ULLAL LU 


. . . lymph nodes reflect like a mirror the pathol- 
ogy of the parenchyma . . —Parrot, 1876. 


: FECTIOUS granulomatous diseases fol- 
low a certain pattern which permits 
differentiation of primary from secondary 
involvement, and the skin is an organ where 
this behavior can be very well studied. At 
the point of entrance of many organisms a 
primary sore is formed (cutaneous American 
leishmaniasis, tularemia, scrub typhus, tsu- 
tsugamushi, Rickettsial pox, yaws, syphilis, 
tuberculosis, blastomycosis, coccidioidomyco- 
sis, sporotrichosis) and the course of the 
disease is fairly constant. A short time later 
lymphangitis and regional lymphadenitis 
appear, and generally the disease is self- 
limited and comes to a standstill at the level 
of the regional lymph nodes. 


While these facts should speak for them- 
selves, it has become a custom to confuse 
these clear-cut issues, and several of the 
fungus diseases are erroneously classified as 
“primary” cutaneous lesions. In the follow- 
ing pages several of the deep fungi will be 
discussed ; the true primary infection will be 
set forth, and the obvious reasons for con- 
fusion of issues highlighted. 


COCCIDIOIDOMYCOSIS 


Wilson and associates *® have recently de- 
scribed and admirably interpreted a case of 
primary infection with Coccidioides immitis 
in an embalmer, who after laceration of a 
finger, subsequently handled the organs of a 


From the Laboratory of Mycology, Cincinnati 
General Hospital (Department of Dermatology and 
Pathology) and Clinical Laboratories, Jewish Hos- 
pital. 
















































person who had died of disseminated coc- 
cidioidomycosis. A local granulomatous le- 
sion with central ulceration developed four 
days later. After another 16 days there ap- 
peared eight scattered, poorly defined, but 
discrete, firm subcutaneous nodules extend- 
ing on the dorsal surface of the forearm to 
the elbow. A few days later an epitrochlear 
and an axillary gland became enlarged and 
painful. The axillary nodes became fluctuant 
and were incised. All lesions cleared within 
three months, and the patient was well dur- 
ing the succeeding four and a half years. 
Skin test, precipitin and complement fixation 
tests, and culture were positive in this case. 


Here a person with proved laceration 
comes in contact with heavily infected ma- 
terial (the embalmer had a tear in the glove, 
and bloody material accumulated in the 
glove). A local sore followed by lymphangitis 
and complete arrest of the disease are re- 
ported. 

For more than 40 years only the granulom- 
atous form of coccidioidomycosis was known, 
and the relationship between the widespread 
Valley fever and the granulomatous skin 
lesions became obvious only after Dickson 
and Gifford’s '* publications. The fact that 
cutaneous granuloma is so much longer 
known than the pulmonary infection seems 
to be responsible for the frequent acceptance 
of skin lesions as primary. - 


NORTH AMERICAN RLASTOMYCOSIS 


In blastomycosis only three well-authenti- 
cated cases of primary skin infection are on 
record.* All three occurred in physicians. 
Two cut their fingers while doing the autopsy 
of patients with widespread blastomycosis. 
The third pricked his finger with a needle 
contaminated with culture material. All three 
developed local granulomatous lesions fol- 





* References 15 arid 33. 
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lowed by lymphangitis and ‘axillary lym- 
phadenopathy. Two additional cases which 
developed quite similarly have been recently 
observed (A. M. A. Arcu. Dermat. 71: 39- 
45, 1955) by Drs. J. W. Wilson and A. L. 
Kligman.} 

In blastomycosis skin involvement is quite 
common, and the disease was originally de- 
scribed as skin disorder by Gilchrist.2*, How- 
ever, very frequently other localizations may 
be asymptomatic or arrested, and the clinical 
detection of pulmonary lesions can be ex- 


tremely difficult. Very frequently the pul- - 


monic lesion may be small and scarred, a 
situation which we observed repeatedly. 
Empirically some skin lesions after surgical 
removal will not recur, and such occurrences 
are hard to explain on first sight. But con- 
sidering the above-mentioned fact of frequent 
arrest of the original lesion, this behavior 
becomes quite obvious; the case with single 
skin lesion and arrested lung pathology is 
the case which will benefit definitely by ex- 
cision. Indeed a pulmonary lesion may flare 
up at any moment or may not have been 
arrested to begin with. 


SPOROTRICHOSIS 


Sporotrichosis is most often a skin disease 
which originates after trauma. Experience 
accumulated during an epidemic in South 
Africa ** between 1941 and 1944 comprised 
2,825 cases. Typically, after an incubation 
period of 7 to 30 days, a local ulcer with 
secondary spread into the lymphatics oc- 
curred. Sixty per cent of the lesions were 
seen on the upper extremities, and the only 
parts of the body where practically no in- 
fections were noted were the bathing-drawer 
area and the feet, which were the only parts 
covered by clothing or boots. Not in a single 
case did systematic infection occur. Since 
the incidence of the disease was much higher 
in laborers who were engaged in handling 
rock with the consequent great number of 
lacerations and scratches, it becomes obvious 
that trauma in conjunction with the inocula- 
tion is responsible for sporotrichosis. The 
organisms were demonstrated in the South 


+ Personal communication to the authors. 
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African mine on timber, and it became ob- — 


vious that the epidemic could be prevented 
by impregnation of the timber with antisep- 
tic agents. There seems to be universal 
agreement that sporotrichosis is actually a 
disease induced by trauma with vegetable 
material, which has been shown to contain 
Sporotrichum in all parts of the world. The 
exceptional cases of visceral sporotrichosis 
may have a different origin or possibly pre- 
sent an exception to the rule. 


HISTOPLASMOSIS 


For four decades after Darling’s*? de- 
scription of the first case of histoplasmosis 
the disease was thought to be uniformly dis- 
seminated and fatal. It was-only after the 
demonstration of skin reactivity to histoplas- 
min in persons with negative tuberculin tests 
and calcifications in their lungs that the exis- 
tence of a benign form of the disease was 
suspected. The acute pulmonary form of 
the disease has been reported among men 
working ‘in areas from the environment of 
which Histoplasma capsulatum can be cul- 
tured.t At present increased awareness of 
the geographic incidence of the infection and 
increased proficiency in diagnostic techniques 
have enabled physicians to observe early 
active chronic pulmonary histoplasmosis. 

The pathogenesis of histoplasmosis is well 
accepted as being a primary pulmonary in- 
fection, with generalized dissemination of the 
organism and overwhelming toxemia in fatal 
cases. Skin lesions when seen are almost 
always secondary. In Parsons and Zara- 
fonetis’ *® review up to 1945 no primary cu- 
taneous cases were noted among 71 cases 
analyzed. Miller and associates ** reviewed 
88 cases up to 1947, of which 45 had muco- 
cutaneous lesions and none were primary. 
They reported one case of a glossal ulcer 
culturally proved to be histoplasmosis. There 
was generalized tuberculosis as well as Hodg- 
kin’s sarcoma at autopsy. It is doubtful if 
the tongue lesion was primary. The cu- 
taneous lesions in Thomas and Mitchell’s * 
case was part of a generalized dissemination, 





References 17 and 18. 
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and the mucosal lesions in Weed and Park- 
hill’s ** cases were secondary although the 
work-up of all the cases was not exhaustive. 
The first two of Curtis and Grekin’s ** three 
cases were obviously disseminated, but Case 
3 was presented as one with a primary cu- 
taneous lesion on the penis. Biopsy of both 
the lesion and the inguinal nodes was posi- 
tive for H. capsulatum. However, a palmar 
lesion later developed which could have been 
histoplasmosis. In addition no chest x-ray 
studies were noted, nor was the presence or 
absence of generalized lymphadenopathy. 


TORULOSIS 


Human infection with Cryptococcus neo- 
formans was originally found as meningitis, 
but more recently the portal of entry is 
assumed to be the lungs. The fungus has 
been isolated from soil.** 

The tendency for localization to the me- 
ninges is well known, yet this is obviously 
not the site of primary infection. A some- 
what analogous situation exists in North 
American blastomycosis, in which a tendency 
for localization to the skin is recognized but 
the skin has been shown conclusively not to 
be the site of primary infection in almost all 
cases. 

In both diseases both localized and dis- 
seminated forms have been reported, and 
pulmonary lesions are seen almost univer- 
sally at autopsy. North American blasto- 
mycosis is accepted as being primarily pul- 
monary in origin,®* and it would seem that 
torulosis should be so considered also. The 
disease is infrequently seen, as evidenced by 
Greening and Menville’s ** report of only 4 
cases among 500,000 admissions to New 
Orleans Charity Hospital up to 1947. Skin 
lesions are not commonly observed, and 
when seen are usually part of disseminated 
disease. 

Among the above four cases with pul- 
monary findings no cutaneous lesions were 
observed. Gendel and associates *° in their 
review point out the possibility of the skin 
being a portal of entry, but mention that in 
their experience skin lesions were always 









































secondary. Both Torrey ** and Gandy ** re- 
ported cases of cutaneous torulosis in pa- 
tients with associated condylomata acumi- 
nata, but in neither were enough studies re- 
ported to rule out generalized or pulmonary 
torulosis. Evans and Harrell** reviewed 
cases up to 1952 and mentioned two as ex- 
amples of primary cutaneous lesions, but no 
substantiating evidence was given. Cox and 
Tolhurst ?#° in their extensive review de- 
scribed no primary cutaneous Torula (Cryp- 
tococcus) infection. 
ACTINOMYCOSIS 


Actinomyces bovis, the etiological agent 
of actinomycosis, is an inhabitant of the oral 
cavity in a high percentage of normal per- 
sons and has not yet been found to occur 
naturally outside the animal bodies. Most 
cases of actinomycosis result from local in- 
fection of the oral cavity or blood-stream 
dissemination with metastatic lesions devel- 
oping elsewhere. Clinically a history of 
mouth trauma, either operative or accidental, 
frequently closely precedes appearance of 
overt disease. Previously it was felt that 
the ingestion of grasses contaminated with 
A. bovis was the mechanism of infection in 
humans. The fallacy of this hypothesis is 
now apparent. 

‘Involvement of the skin by actinomycosis 
is almost always secondary. It may be due 
to extension from adjacent infected tissues. 
Chronic cutaneous sinuses are characteristic 
of the disease. Primary cutaneous actinomy- 
cosis has been reported, but is rare. Most 
reported cases have followed human bites. 
Robinson ** reported a case of a 21-year-old 
man whose left elbow struck the teeth of 
another man; despite sulfanilamide therapy 
a chronic inflammatory response developed. 
This persisted until open drainage was in- 
stituted and the area was packed with sulf- 
anilamide crystals. Typical sulfur granules 
were found in the evacuated pus. In Cope’s ® 
case an acute lymphangitis followed the 
initial tooth wound on the hand, but quickly 
subsided, leaving a chronic granulomatous 
and abscessed area. Apparently incision and 
drainage plus vaccine therapy resulted in 
cure. McWilliams * noted no such severe 
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immediate reaction, but there was a similar 
chronic picture, which led to amputation of 
the involved finger in his case. It is of in- 
terest that no local lymph node involvement 
was noted except in Cope’s® case, and this 
may have been due to secondary infection. 
This is in agreement with the empirical find- 
ing that actinomycosis infection as a rule 
does not lead to lymphangitis and lymphade- 
nitis.*? 
CHROMOMYCOSIS 

Chromomycosis, caused by Hormoden- 
drum pedrosoi, Hormodendrum compactum, 
or Phialophora verrucosa, has been known 
as an inoculation type primary skin disease 
since its original description. No generalized 
cases have been reported. The lesions are 
almost always on an exposed part of the 
body, especially the extremities, and are slow 
growing and chronic in character. They 
commonly assume a verrucous form, though 
nodular and ulcerative lesions have been re- 
ported. The mycology of the disease has 
been discussed in detail by Carrién.’ 

Of significance to the theme in discussion 
is the work of Azulay,’ who applied a sus- 
pension of H. pedrosoi to a scarified area of 
the leg of a human volunteer. In 72 hours 
an erythematous area appeared, followed by 
pustule formation which in a week was gone. 
Three weeks later a papule appeared at the 
site, which slowly grew in size. In five 
months several satellite papules appeared 
locally and by the end of the year these were 
warty in appearance. Pathological examina- 
tion of these areas showed acute inflamma- 
tion, with microabscesses and epitheloid 
granulomata with Langhans and foreign- 
body giant cells. The organism was seen 
in the sections and was cultured from the 
tissue. 

Since this same picture had been reported 
clinically by many observers, it can be con- 
cluded that infection by direct inoculation is 
a likely occurrence. This tends to corroborate 
the clinical impression that chromomycosis 
is a primary skin disease. 

Regional lymph tissue is rarely involved 
in this disease. Weidman and Rosenthal ** 
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‘ oidomycosis, 


so stated in their case report, but in the dis- 
cussion that followed the point of frequent 
secondary infection of draining nodes was 
made. Barrack,? in his review of chromomy- 
cosis in Queensland, stated that in his ob- 
servation of roughly 40 cases no lymph-node 
involvement and no generalized dissemina- 
tion was seen. Powell,®° who observed 29 
cases in the same area, does not mention 
lymph-node enlargement. Several other au- 
thors reported all manner of skin lesions, 
but none of them mentioned regional lymph- 


-node involvement.§ 


COMMENT 


From the discussion of diseases which are 
quite different as far as the botanical agent 
goes and which have a very different clinical 
course, prognosis, and response to treatment, 
one single outstanding factor can be isolated. 

Primary cutaneous infection follows a pat- 
tern which is biologically determined. On 
the point of entrance a chancre is formed, 
and the fungus drains through the lymphatics 
to the regional lymph nodes. This is often 
the end-point of the disease. 

It is noteworthy that a disease which as 
a rule originates in the skin (sporotrichosis) 
seldom gives origin to dissemination. The 
close to 3,000 cases of cutaneous sporo- 
trichosis in South Africa without a single 
case of generalization are an eloquent proof 
of this affirmation. On the other hand, the 
contrast is quite obvious between the often 
generalized diseases (blastomycosis, coccidi- 
histoplasmosis) with  sec- 
ondary and progressive skin involvement and 
the exceptional cases of primary cutaneous 
infection with self-limited course. The re- 
currence and formation of new skin lesions, 
for instance, in blastomycosis and coccidi- 
oidomycosis are much more easily explained 
and understood as hematogenous and embolic 
than as due to autoinoculation. 

Whether a disease originated in the lung 
or in the skin is not an idle or academic 
question. The fact will depend largely on 





§ References 3, 4, 6, 8, 24, and 27. 
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the source from which the infection takes 
its origin. We have reason and proof to be- 
lieve that the volatile spores of Coccidioides, 
Histoplasma, and Blastomyces are inhaled, 
since they are part of the dusty environment 
of man (in certain regions). On the other 
hand, Sporotrichum has been recovered time 
and again from vegetable sources, and notori- 
ously in this country it is a disease of pro- 
fessional and dilettante florists. A. bovis 
harbored in the oral cavity of men produces 
most often cervicomandibular lesions but 
can become primary in the skin by bites 
from fellow men. Actinomycosis and maduro- 
mycosis, for reasons unknown to us, seldom 
if ever invade lymph nodes, and the pattern 
of primary infection cannot be established in 
these diseases on this basis. 

Blastomycosis and coccidioidomycosis are 
the most striking exponents of what we want 
to bring out clearly. Those diseases, which 
are not too uncommon, are nearly always 
pulmonary in origin with fairly frequent 
secondary involvement of the skin. The ex- 
ceptional primary inoculation of B. dermati- 
tidis or C. immitis is regularly followed by 
the development of a primary complex. It 
has been universally accepted by pathologists 
and well trained physicians in general that 
only a thorough autopsy permits a judgment 
about presence or absence of pulmonary 
lesions. 


The rule long ago accepted for tuberculosis 
should apply for all chronic (specific) granu- 
lomata. While several authors prior to 
Ghon ** had observed the primary complex 
in the lung, he is rightly credited with the 
demonstration that Parrot’s law ** “of the 
regional lymph nodes reflecting like mirrors 
the parenchymatous lesion” applies just as 
well to the intestine, the conjunctiva, the 
skin, etc., as it does to the lungs. 

Sporotrichosis, which only exceptionally 
disseminates, is on the other end of the line- 
up. Here the inoculation type of infection 
is the rule, and lymphangitis and (less fre- 
quently) lymphadenitis an outstanding part 
of the syndrome. 


Too little is known about South Ameri- 
can blastomycosis in this country to make 
far-reaching statements, but everything 
points toward a similarity with North Ameri- 
can blastomycosis and coccidioidomycosis in 
the problem under discussion. 


Diagnosis of a Primary Cutaneous Myco- 
sis—Criteria for diagnosis are as follows: 
1. Definite history of trauma with break of 
the skin and subsequent development of a 
solitary “chancre” within a few days to 

three or four weeks in point of trauma. 


2. Proof or likelihood that traumatizing agent 
was contaminated with causative fungus or 

_ subsequent contact of lacerated skin with 
material containing the fungus. 


3. Development of lymphangitis and regional 
lymphadenitis (chancre plus lymphadenitis 

. is primary complex). 

4. Absence of previous pulmonary mycosis by 
historical, clinical, serologic and x-ray evi- 
dence. 


5. Change from negative to positive skin reac- 
tion and rising serologic titer (where ap- 
plicable). 

Secondary skin lesions are often (1) mul- 
tiple and may be of different age; (2) pro- 
gressive. No regional lymphangitis and 
lymphadenitis are found unless secondary 
infection occurs. Pulmonary disease can be 
often established, but prolonged search with 
all available methods may be necessary. Skin 
reaction which was positive may turn nega- 
tive ; serologic response may be an increasing 
titer if disease is progressive. 


SUMMARY 


Deep fungus diseases originate most fre- 
quently in the lung, with exception of sporo- 
trichosis, actinomycosis, and chromomycosis. 


Primary skin involvement leads typically 
to the establishment of a primary complex 
in North American blastomycosis, coccidi- 
oidomycosis, sporotrichosis, and possibly in 
South American blastomycosis. 

Primary infection of skin in histoplasmosis 
and torulosis is not well established. 


Lymph nodes are seldom involved in 
actinomycosis and ‘chromomycosis, and the 
criteria applied to the recognition of a pri- 
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mary complex cannot be applied in those 
diseases. 

The bona fide primary skin mycoses have 
a uniformly good prognosis. 
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PERIANAL VERRUCA ACUMINATA WITH MUCOSAL LESIONS 


BENJAMIN J. CHESTER, M.D. 

and 

BENJAMIN SCHWIMMER, M.D., Stapleton, Staten 
Island 


MOUNT 


The fact that condyloma acuminata may be im- 
planted on the rectal mucosa beyond the mucocu- 
taneous junction is often overlooked. We could find 
no reference to this fact in the literature on perianal 
yerruca acuminata listed in the Quarterly Cumula- 
tive Index Medicus from 1941 to the present. A 
review of several popular surgical and proctology 
texts revealed only one reference to this observa- 
tion. 

The symptoms, objective and subjective, give no 
clue to a concomitant presence of mucosal warts 
with perianal condylomata. Overlooked adjacent 
mucous membrane lesions may be responsible for 
the recurrence of condyloma acuminata on the 


‘perianal skin. 


In view of these facts, we have routinely done 
proctoscopy on all cases of perianal condylomata. 





From the Department of Dermatologv, United 
States Public Health Service Hospital (Di. Chester, 
Medical Director; Dr.: Schwimmer, Senior Assis- 
tant Surgeon). 


Between Dec. 8, 1948, and Sept. 29, 1953, seven 
cases of condylomata on the rectal mucosa were 
found. These were male patients, three of whom 
had lesions on the genitalia also. There was no 
question of sodomy raised in the histories taken on 
these patients. All patients were treated under 
spinal procaine anesthesia by the Department. of 
Surgery with electrofulguration under direct view 
with the sigmoidoscope. There have been no re- 
currences. Those cases without mucosal involve- 
ment were all successfully treated with podophyllin 
(podophyllum resin) locally in the dermatolegy out- 
patient clinic. 


SUMMARY AND CONCLUSIONS 


In the period of five years, seven cases of con- 
dyloma acuminata of the rectal mucosa were found 
in cases of perianal condyloma acuminata. 

These cases are not effectively treated by local 
measures such as application of podophyllin and be- 
come a surgical problem. Therefore, a‘l cases of 
condyloma acuminata of the perianal skin should 
receive the benefit of proctoscopic examination be- 
fore local therapy is instituted. 
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XANTHOMATOSIS 


IDIOPATHIC HYPERLIPEMIA AND PRIMARY HYPERCHOLESTEREMIC 


IV. Effects of Prolonged Administration of Heparin on Serum Lipids in Idiopathic Hyperlipemia 


WALTER F. LEVER, M.D. 
FRANZ S. M. HERBST, M.D. 


and 
NANCY A. HURLEY, B.S., Boston 
UNVUITVUUUE.UTEGLUUEOLU LULU 


N PART III of our series of communica- 

tions on idiopathic hyperlipemia and pri- 
mary hypercholesteremic xanthomatosis * 
the observation was reported that in both 
diseases a single intravenous injection of 50 
mg. of heparin caused a decrease in most of 
the elevated serum lipid values within 15 
minutes. In primary hypercholesteremic 
xanthomatosis, in which the values for choles- 
terol and phospholipids are elevated and the 
plasma is clear, we found in 10 patients a 
slight but consistent decrease in the amount 
of cholesterol: from an average value of 444 
mg. to one of 417 mg. per 100 ml. of blood 
serum. In idiopathic hyperlipemia, in which 
also the values for neutral fat are elevated 
and the plasma is milky, we found in seven 
patients a consistent decrease in the degree 
of turbidity and in the amounts of cholesterol 
and phospholipids, and in five patients a de- 


crease also in the amount of neutral fat. The 


decrease in the lipid values was moderate in 
six patients and considerable in the seventh 
patient. With the exception of the latter pa- 
tient, the average decreases were as follows: 
turbidity from 23.2 to 19.7 units; cholesterol 
from 663 mg. per 100 ml. to 576 mg.; phos- 
pholipids from 658 to 602 mg., and neutral 





From the Department of Dermatology, Harvard 
Medical School, and the Dermatologic Service, 
Massachusetts General Hospital. 

Read in part at the 74th Annual Meeting of the 
American Dermatological Association, White Sul- 
phur Springs, W. Va., April 14, 1954. 

This investigation was supported by research 
grants from the National Institute of Arthritis and 
Metabolic Diseases, of the National Institutes of 
Health, Public Health Service (PHS A-414), and 
from the Milton Fund, Harvard University. 

* References 1 and 2. 
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fat from 1,812 to 1,665 mg.* In the seventh 
patient, heparin was injected on three occa- 
sions and caused average decreases as fol- 
lows: turbidity from 100.3 to 73.5 units; 
cholesterol from 592 mg. per 100 ml. to 312 
mg. ; phospholipids from 564 to 313 mg., and 


- neutral fat from 4,900 to 3,049 mg. 


These observations induced us to admin- 
ister heparin to five patients with idiopathic 
hyperlipemia over a prolonged period in 
order to evaluate heparin as a possible treat- 
ment for this disease. In all five patients a 
considerable decrease in the turbidity and in 
the lipid values of the serum was attained, 
but in only two patients did the values de- 
crease either to normal or to nearly normal 
levels. 

* REVIEW OF LITERATURE 


One preliminary report of prolonged ad- 
ministration of heparin in idiopathic hyper- 
lipemia has appeared so far. Rosenman and 
Friedman * administered heparin to a patient 
who had, associated with idiopathic hyper- 
lipemia, abdominal crises. One intravenous 
injection of 50 mg. of heparin led to a reduc- 
tion of plasma turbidity, and 24 hours later 
the plasma total lipids had decreased from 
2,930 to 1,740 mg. and the total cholesterol 
from 456 to 330 mg. per 100 ml. of serum. 
During the ensuing six months biweekly sub- 
cutaneous injections of 100 mg. of heparin 
in aqueous solution were given. Repeated 
analyses, always carried out 72 hours after 
the ,~evious injection, showed a progressive 
reduction of the plasma lipid levels so that at 
the time of the report, they were approaching 
normal values. 

In addition, there aré three reports in 
which the authors gave, as we have done,’ a 
single test injection of heparin intravenously 
to patients with idiopathic hyperlipemia. All 
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six patients thus tested showed a decrease in 
neutral fat. In some there was also a decrease 
in turbidity, but in none was there any sig- 
nificant change in the amounts of cholesterol 
and phospholipids. Klatskin and Gordon * 
observed in one patient, 15 minutes after the 
injection of 50 mg. of heparin, a “perceptible 
decrease in turbidity” and a decrease in fatty 
acids from 1,263 mg. to 1,124 mg. per 100 
ml. of serum. Van Eck, Peters, and Man® 
noted in two patients, 6 to 15 minutes after 
the injection of 50 mg. of heparin, a decrease 
in the amount of neutral fat in the serum 
from 852 to 775 mg., and from 1,042 to 892 
mg. per 100 ml., respectively. The degree 
of turbidity, however, was not determined. 
Herzstein, Chun-I Wang, and Adlersberg ® 
measured in three patients the turbidity and 
the amounts of the various lipids 15 minutes 
as well as one and two hours after the injec- 
tion of heparin. Fifteen minutes after the in- 
jection of heparin there was no change in the 
turbidity, but after one and two hours two 
of the three patients showed a slight decrease 
in turbidity. In spite of the fact that the tur- 
bidity had not decreased 15 minutes after the 
injection of heparin there was a considerable 
decrease in neutral fat at that time in all three 
patients, Still, the greatest decrease in neu- 
tral fat was observed after either one or two 
hours. The maximal decrease in neutral fat 
in these three patients was from 494 to 283 
mg., from 1,302 to 833 mg., and from 1,382 
to 548 mg. per 100 ml. of serum, respectively. 
This discrepancy between the extensive fall in 
plasma neutral fat and the absence of de- 
crease in turbidity was explained by these 
authors with the assumption that the amount 
-of light transmitted through plasma was de- 
termined not only by its content of lipid but 
also by other factors such as the size of the 
‘lipid particles. 

It may be pointed out that a decrease in 
the degree of turbidity and in the amount of 
‘neutral fat following an injection of heparin 
is in no way specific for idiopathic hyper- 
lipemia since it has been found to occur also 
in alimentary hyperlipemia ® and in hyper- 
‘lipemia secondary to diabetes ° and secondary 
“to nephrosis.® 


HYPERLIPEMIA AND HYPERCHOLESTEREMIC XANTHOMATOSIS 


METHODS 


Collection of Blood—Two samples of blood were 
obtained from each patient while in~the fasting 
state. One sample was drawn, as described in 
Part I,? into a syringe containing as an anticoagu- 
lant acid citrate dextrose solution (A. C. D.). The 
plasma thereof, designated as “A. C. D. plasma,” 
was used for chemical fractionation of the plasma 
proteins and for the determination of the turbidity, 
of nitrogen, and of the various lipids. 

The other sample of blood was obtained with a 
dry syringe. All but 3 ml. of this portion was used 
for the electrophoretic and ultracentrifugal analyses 
reported in two subsequent communications.t Three 
milliliters was placed in a tube containing a small 
amount of heparin powder. The plasma thereof was 
used for a reference determination of nitrogen in 
order to correct the values obtained on the A. C. D. 
plasma for the dilution caused by the acid citrate 
dextrose solution. The factor used for this correc- 
tion was N in plasma with heparin powder /N in 
A. C. D. plasma. 

Chemical Analyses——Chemical fractionation of 
the plasma proteins was carried out according to 
the method of Lever and co-workers,® which repre- 
sents an adaptation of Cohn’s Method 1° to a micro- 
method, requiring 5 ml. of plasma. However, at 
variance with the described technique,? separation 
of Fraction IV+-V+VI from Fraction I+II+III 
was carried out ina refrigerated centrifuge at —5 C. 
rather than by filtration in a —5 C. cold bath, since 
the large amounts of lipids in the plasma would 
clog the pores of the filter. The determinations of 
‘the turbidity and of nitrogen, cholesterol, choles- 
terol ester, phospholipids, and fatty acids were 
carried out as described in Part I? of this com- 
munication. 


RESULTS 


A. Chemical Data.—Since the amount of 
heparin given to our patients and the mode 
of its administration were based on the 
chemical rather than on the clinical response 
of the patients, the chemical data will be 
presented first and the clinical data there- 
after. 

Five patients received prolonged adminis- 
tration of heparin. Four of them were new 
patients whose cases have not been reported 
previously. The case of one patient (3) had 
already been included in our previous study 
of seven patients with idiopathic hyperlip- 
emia,? in which he was Patient 5. 





¢ References 7 and 8. 






































A, M. A. ARCHIVES OF DERMATOLOGY ~ 


In order to evaluate more accurately the 
results obtained with heparin, the patients 
were instructed not to alter their previous 
diet. One patient (3), who had been on a 
moderately low fat diet for the past two 
years, was asked to continue with it since 
it had caused no decrease in the lipid values 
of the serum. The other four patients were 
on an unrestricted diet. The patients were 
ambulatory and gave the injections of heparin 
to themselves, except during the periods of 
intravenous treatment when they were hos- 
pitalized. 

At first, 100 mg. of heparin § in aqueous 
solution (heparin sodium, 100 mg. per ml.) 
was given intramuscularly every day to 
three patients (Patients 1 to 3). In the first 
patient a definite reduction in the turbidity 
and in the lipid values was observed after 
two months of treatment (Table 1), but only 
a slight further reduction in the lipid values 
occurred during the next two months. In 
the second and third patient no significant 
changes took place during the three to four 
months of this therapy. 

Thereupon, long-acting repository heparin 
(Depo-heparin sodium, 200 mg. per ml.) was 
administered to these three patients intra- 
muscularly in doses of 200 mg. a day. This 
method of treatment proved more effective 
in lowering the lipid values of the blood 
serum than the use of an aqueous solution 
of heparin. It caused within three weeks a 
further decrease of the lipid values to nearly 
normal in the first patient; and in the other 
two patients (2 and 3) who had shown no 
improvement under the administration of 
heparin in aqueous solution a significant 
decrease in the turbidity and in the lipid 
values took place within four and eleven 
weeks, respectively (Table 1). 

Intravenous administration of heparin was 
then given a trial. For this purpose 200 mg. 
of aqueous heparin was dissolved in 600 ml. 
of a 5% dextrose solution and administered 
by intravenous drip for 16 hours daily over 
a period of from two to four weeks. Heparin 


§ All heparin used in this investigation was sup- 
plied by the Upjohn Company, Kalamazoo, Mich. 
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in this form was given to one patient (3), 
in whom the turbidity and lipid values al- 
ready had decreased under the intramuscular 
administration of repository heparin, and to 
two patients (4 and 5) who had received 
no heparin previously. Only slight further 
improvement was obtained in the former 
patient (3), while in the two new patients 
(4and 5) a considerable decrease in both tur- 
bidity and lipid values occurred (Table 1). 
In Patient 4 the response to intravenously 
administered heparin was rapid and resulted 


in a decrease in all the lipid values to about 


one-half of the initial values within one week. 
Thus the values for cholesterol and phospho- 
lipids became nearly normal. In Patient 5 the 
response was slower, occurring gradually 
over a period of four weeks. 

During the past two months, April and 
May, 1954, Patients 1 and 2 received intra- 
muscular injections of 200 mg. of repository 
heparin on alternate days rather than every 
day. In the first patient, in whom the lipid 
values alfeady had been reduced to nearly 
normal by the previous courses of heparin, 
the values decreased to normal (Table 1). 
In the second patient, however, in whom the 
lipid values had been much higher originally 
than in the first patient there was in the past 
two months at first no further reduction and 
then a considerable increase in the lipid 
values. The third patient, who had had at the 
onset of treatment the highest lipid values 
of all our patients, received through April 
and May, 1954, injections of 200 mg. of 
repository heparin every day rather than 
every other day as did the first two patients; 
even so the lipid values rose. The fourth 
patient, who had shown a rapid response to 
the intravenous administration of heparin, 
was placed on a low-fat diet. The lipid values 
decreased further, namely, to normal for 
cholesterol and phospholipids and to almost 
normal for neutral fat. No follow-up is avail- 
able on the fifth patient, who refused further 
cooperation. 

Fractionation of the plasma proteins was 
carried out in two of the four new patients. 
In our previous series of seven patients with 
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idiopathic hyperlipemia it had been found 
that usually the entire increase in cholesterol 
and phospholipids is concentrated in the beta 
lipoprotein fraction.? Similarly, in the two 
new patients (1 and 4) the amounts of cho- 
lesterol and phospholipids were increased 
only in the beta lipoprotein fraction (Table 
1). Repeated determinations in two patients 
(1 and 3) showed that under the administra- 
tion of heparin the amounts of cholesterol 
and phospholipids decreased in the beta lipo- 
protein fraction while the amounts in the 
alpha lipoprotein fraction remained un- 
changed. 


M. A. ARCHIVES OF DERMATOLOGY 


thomata decreased in size, and the attacks © 
of abdominal pain ceased to occur. In the 
second patient all papular xanthomata dis- 
appeared. In the third patient the attacks of © 
abdominal pain became less frequent and less 
severe ; but they still were at times disabling. 
In the fourth patient the papular xanthomata 
decreased in number during the two weeks 
of intravenous administration of heparin and 
faded away completely during the subsequent 
month when the patient was on a low-fat 
diet. Furthermore, no attacks of anginal pain 


have occurred since heparin was first given. 


In the fifth patient no change was observed 


Taste 2.—Clinical Data in Five Patients with Idiopathic Hyperlipemia Before 
and After Prolonged Adminstration of Heparin 








oe eg 


° 
Age Admin- 
istra- 
tion, 
Symptoms Mo. 


at 
Onset, 
6 a 


Present 
Age, First 
x Fr. 


M 27 33 Skin lesions 8 


2 : F Skin lesions 8 


(20) 
3 edu. M 
(6) 


59 60 


24 Abdom. pain 7 


F 56 % 


Skin lesions 


4 
(21) 

5 > M 
(22) 


26 Skin lesions 1 


Tendon 
Xanthomata 


Patel- 
lar 


++ 


Cutaneous 
Xanthomata Coro- 
Abdom- nary 

inal Heart 

Pain Disease 


Papu- Tuber- 
lar ous 


++. ++ 
athe 


Achilles 


ee 
+ 


Stage 
Before 
After 


Before 
After 


Before 
After 


Before 
After 


ae ae 
+ 


Before 
After 


Sa 





* The numbers without parentheses represent those assigned to the patients for this particular study. The numbers 
in parentheses represent those assigned to the patients for the entire series of studies. : 


B. Clinical Data.—Cutaneous lesions were 
present in four of the five patients (Patients 
1, 2, 4, and 5, Table 2). They consisted in 
all four patients of papular, eruptive xan- 
thomata, In addition, the first patient had 
tuberous xanthomata on both elbows as well 
as tendon xanthomata on the Achilles and 
patellar tendons; and Patient 5 had tuberous 
xanthomata on the elbows and knees. 


Attacks of abdominal pain occurred in two 
patients. They were mild in Patient 1 but 
were of considerable severity in Patient 3. 
One patient (4) presented clinical and 
electrocardiographic evidence of mild coro- 
nary heart disease. 


During the administration of heparin, the 
first patient lost all papular xanthomata; 
furthermore, the tuberous and tendon xan- 
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in the papular and tuberous xanthomata dur- 
ing the month that he was under observation. 


COMMENT 


The chemical data indicate that in patients 
with idiopathic hyperlipemia a considerable 
reduction in the serum lipid values can be 
attained by prolonged administration of hep- 
arin. However, it was not possible, even with 
intensive administration of heparin, to reduce 
the lipid values to normal in those two 
patients who had severe idiopathic hyper- 
lipemia characterized by initial levels of 
neutral fat above 3,000 mg. per 100 ml. of 
serum (2 and 3). On the other hand, in two 
patients who had less severe idiopathic hyper- 
lipemia with initial levels of neutral fat below 
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2,500 mg. per 100 ml. a reduction to nearly 
normal values was possible (1 and 4). 

Comparison of the three modes of admini- 
stration of heparin employed by us suggests 
that administration by intravenous infusions 
for 16 hours daily represented the most 
effective method of lowering the lipid levels 
in the blood serum since it acted more rapidly 
than daily intramuscular injections of re- 
pository heparin. Daily intramuscular injec- 
tions of heparin in aqueous solution repre- 
sented the least effective method, being of 
some value only in one patient with relative- 
ly mild hyperlipemia (1) and of no value in 
two patients with severe hyperlipemia (2 
and 3). It is possible, however, that our 
results with the intramuscular administration 
of heparin in aqueous solution would have 
been better, had we given 200 mg. rather 
than 100 mg. a day, just as we had given 
200 mg. a day of repository heparin. The 
rather poor response of our patients to daily 
intramuscular administration of 100 mg. of 
heparin in aqueous solution is in contrast to 
the remarkably good response which Rosen- 
man and Friedman * obtained in one patient 
with idiopathic hyperlipemia by giving in- 
jections of 100 mg. of heparin in aqueous 
solution twice a week. The difference may be 
due to the fact that the patient of Rosenman 
and Friedman had a milder case of idiopathic 
hyperlipemia than the three patients to whom 
we gave heparin in aqueous solution. 

It is important to decide whether the use 
of heparin is warranted as a treatment for 
idiopathic hyperlipemia. So far, a diet low 
in fat has been the only available treatment. 
Such diet is of value in the less severe cases 
of idiopathic hyperlipemia. We ourselves 
teported in Part I of this communication ? 
that in three of our patients with idiopathic 
hyperlipemia a diet low in fat resulted in a 
lowering of the lipid values in the blood 
serum. Two of these three patients had papu- 
lar xanthomata which diminished greatly in 
number. In addition, one patient who had had 
attacks of anginal pain ceased to have such 
attacks two months after he began to live on 
a diet low in fat. In severe cases, however, 
diet appears to be of little value, as exempli- 


fied in Patient 3, who showed no reduction 
in the lipid values of the serum after having 
been on a fairly strict low-fat diet-for two 
years. Treatment with heparin would thus 
be most indicated in the severe cases of idio- 
pathic hyperlipemia in which a low-fat diet 
fails to lower the lipid levels. Unfortunately, 
we found that in such cases heparin, even 
when given in large doses, caused only par- 
tial lowering of the lipid levels, which at that 
was temporary. It should be considered, how- 
ever, that the patients to whom we adminis- 
tered heparin were, for the purpose of an 
adequate evaluation of the effects of heparin, 
on a normal diet, with the exception of 
Patient 3. It would seem reasonable in the 
actual treatment of idiopathic hyperlipemia 
not to load the blood with lipids. One can 
expect that combining the administration of 
heparin with a strict low-fat diet will bring 
better results than treatment with either 
method alone. Only further studies will de- 
termine the actual value of heparin in the 
treatment of idiopathic hyperlipemia. 

If treatment with heparin is given, it would 
seem best, on the basis of our observations, to 
administer it, for a period of from one to 
three weeks, by intravenous infusion while 
the patient is hospitalized and then to con- 
tinue with intramuscular injections of re- 
pository heparin daily or every other day on 
an ambulatory basis. 

The question may be asked: Is it necessary 
at all to give any treatment to patients with 
idiopathic hyperlipemia? It is our belief that 
this is advisable, because patients with idio- 
pathic hyperlipemia, like those with primary 
hypercholesteremic xanthomatosis, show a 
predisposition to atherosclerosis, especially 
of the coronary arteries. In our series of 11 
patients with idiopathic hyperlipemia 5 pre- 
sented clinical and electrocardiographic evi- 
dence of coronary heart disease, and in 2 of 
them these manifestations had begun at. the 
ages of 32 and 31 years, respectively.? 

A few words are in order about the possible 
dangers of the treatment with heparin. Hep- 
arin is an anticoagulant, and, in the doses 
administered in this study, caused some 
prolongation of the bleeding. time and of the 
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clotting time. However, no untoward re- 
actions occurred. Nevertheless, all patients 
were instructed to carry with them at all 
times an ampule containing 5 ml. of pro- 
tamine sulfate in a 1% solution, to be given 
as an intravenous injection in case of bleed- 
ing. Protamines promptly neutralize the 
anticoagulant effect of heparin when injected 
intravenously.1: It is inadvisable, however, 
to subject to therapy with heparin patients 
who have had in the past any disease associ- 
ated with bleeding, such as duodenal ulcer or 
cerebral hemorrhage.. 

It is of considerable importance to obtain 
information about the action of heparin on 
the lipids and lipoproteins of the blood serum. 
For this purpose we have studied by moving 
boundary electrophoresis, by paper electro- 
phoresis, and by ultracentrifuge the blood 
serum of patients with idiopathic hyper- 
lipemia before and after a single intravenous 
injection of 50 or 100 mg. of heparin; and 
also before, during, and after prolonged ad- 
ministration of heparin. Our studies by mov- 
ing boundary electrophoresis have been 
previously reported.? Our studies by ultra- 
centrifuge and paper electrophoresis are the 
subject of two subsequent communications.|| 


SUMMARY 

Five patients with idiopathic hyperlipemia 
received injections of heparin for periods 
varying from two weeks to eight months. In 
all five patients a considerable decrease in the 
turbidity and in the lipid values of the serum 
was attained. While in two patients with less 
severe hyperlipemia the lipid values in the 
serum decreased to nearly normal, there was 
a partial decrease only in the two patients 
with severe hyperlipemia. 

Daily intravenous infusions of heparin for 
16 hours a day caused a more rapid decrease 
in the lipid values than daily intramuscular 
injections of repository heparin. Daily intra- 
muscular injections of heparin in aqueous 
solution were least effective. No untoward 
reactions to the heparin occurred. 


|| References 7 and 8. 
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Cutaneous xanthomata disappeared or de- — 
creased in size in three patients who had such ~ 
lesions and received heparin for a prolonged 
period of time. 


Because patients with idiopathic hyper- 
lipemia show a predisposition to athero- 
sclerosis, treatment is indicated. If a strict 
low-fat diet fails in bringing about an ade- 
quate reduction of the serum lipid values, 
the use of heparin in addition to a low-fat 
diet may be indicated. 
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AUTH 


In experiments with the local injection of hydro- 
cortisone,’ it is sometimes necessary to inject the 
suspension of hydrocortisone against marked resist- 
ance in tissue. We had used the Hypospray Jet 
Injection Apparatus 2? for such purposes. When this 
instrument is not available and in those areas where 
this jet injection is not feasible, we have employed 
a cartridge type of syringe. 

For the past few years at the suggestion of the 
dentists, we have used the cartridge type of 
syringe for local anesthesia in the skin. This type 
of syringe has also been recommended for use in 
dermatology by Sulzberger and Baer. We agree 
that it is a very useful syringe for office practice. 

Under sterile conditions, suspensions of hydro- 
cortisone of the commercial type have been put 
into the special glass cartridge,  vhich is capped 
and used in the cartridge type syringe. Because of 
the nature of the suspension, the material should 
be shaken before injection. A needle of gauge 23 


From the Department of Dermatology and Syph- 
- ilology, College of Medicine, University of Cin- 
cinnati. 

Work done under a grant from Public Health 
Service, National Institute of Arthritis and. Meta- 
- bolic Diseases, No. A-260. 

_ Hydrocortisone acetate furnished by Dr. Elmer 
Alpert, Merck & Company, Inc., Rahway, N. J. 
_ Glass cartridge obtained from Kimble Glass Com- 
_ pany, New York. Aluminum-Rubber Stoppers ob- 
_ tained from The West Company, Phoenixville, Pa. 


and 1 in. (2.5 cm.) in length has been used. This 
syringe has been more effective than the ordinary 
needle and syringe for the local injection of hydro- 
cortisone in the following conditions: keloids, local- 
ized scleroderma, pseudomucinous cysts of the fin- 
gers,* and Peyronie’s disease (Dr. T. Brent Way- 
man *), heavy patches of psoriasis, and very thick 
areas of localized neurodermatitis. 

Experiments are now under way with suspensions 
of 9-a-fluorohydrocortisone free alcohol and acetate. 


CONCLUSIONS 

A suspension of hydrocortisone in the cartridge 
type of syringe allows for easier use in those condi- 
tions under which severe pressure is required for 
the local injection of hydrocortisone. These derma- 
tological lesions include keloids, pseudomucinous 
cysts of the fingers, localized scleroderma, and the 
like. 


* Wayman, T. B.: Personal communication to 
the authors. 
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OWN 


N A PREVIOUS communication of this 
series * it had been reported that a single 
intravenous injection of 50 mg. of heparin 
consistently caused a slight decrease in serum 
cholesterol in primary hypercholesteremic 
xanthomatosis, and a slight decrease also in 
phospholipids, neutral fat, and turbidity in 
idiopathic hyperlipemia. Subsequently it was 
observed ? that the prolonged administration 
of heparin caused a considerable decrease in 
turbidity and in all the lipid values in idio- 
pathic hyperlipemia. 

In order to obtain information about the 
action of heparin on the serum lipoproteins, 
ultracentrifugal analyses of the lipoproteins 
were carried out before and after a single 
intravenous injection of 100 mg. of heparin 
in normal persons as well as in patients with 
primary hypercholesteremic xanthomatosis 
and idiopathic hyperlipemia. In addition, 
similar studies were carried out in several 
patients with idiopathic hyperlipemia before 
and during the prolonged administration of 
heparin. 

METHODS 

Blood was collected as described in Part IV of 
this series of papers.2 The amounts of the various 
lipids and the degree of turbidity were determined 
as described in Part I.3 


From the Department of Dermatology, Harvard 
Medical School, and the Dermatologic Sefvice, 
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Read in part at the 74th Annual Meeting of the 
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Technique of Ultracentrifugal Analyses——The 
ultracentrifugal studies were carried out using the 
flotation technique developed by Gofman and his as- 
sociates.¢ However, 2 ml. of serum was used in the 
study of the patients with primary hypercholester- 
emic xanthomatosis and idiopathic hyperlipemia in- 
stead of 5 ml. as usual, because of the high concen- 
tration of lipoproteins. 

A sufficient amount of sodium chloride solution is 
first added to the serum to increase the density to 
1.063 gm. per ml. This sample is then centrifuged 
in a preparative ultracentrifuge (Spinco, Model L) 
for 13 hours at 30,000 rotations per minute. During 
the centrifugation the low density lipoproteins, which 
include the beta lipoproteins but not the alpha lipo- 
proteins, accumulate at the top of the sample in a 
volume less than 1 ml. The top 1 ml. is then pipetted 
off, transferred to an analytical cell, and subjected 
to centrifugation at 52,640 rotations per minute in 
an analytical ultracentrifuge (Spinco, Model E). 

During the analytical centrifugation the various 
types of lipoproteins float toward the surface at dif- 
ferent rates because of their different densities. In 
general, the more neutral fat and the less protein, 
cholesterol, and phospholipids a lipoprotein contains 
the lower is its density and the faster is its rate of 
flotation. The rate of flotation is measured in Sved- 
berg units of flotation, for brevity called Se units. 
In our analytical measurements the lipoproteins 
were grouped together into representative Sr classes, 
1-10, 12-20, 30-70, and 100-400, as has been done by 
previous workers.* 

The measurement of the Sr classes is accomplished 
by taking photographs at intervals during the ana- 
lytical centrifugation when a certain Ss class is 
known to be floating through a specified position in 
the optical field. The first photograph taken when 
the rotor has just reached its full speed, at zero min- 
utes, includes the Se 100-400 class. The second 
photograph taken at 8 minutes shows the Sz 30-70 
class; the fourth photograph taken at 24 minutes the 
Ss 12-20 class, and the fifth photograph taken at 32 
minutes the S; 1-10 class. The quantity of lipopro- 
teins present in each Se class is determined by meas- 
uring in a specified section of each photograph the 
size of the area between the base line obtained with 
a pure salt solution of a density of 1.063 and the 
curve obtained with the lipoprotein solution. The 


* References 4 and 5. 


















size of the area is relative to the actual concentration 
of lipoproteins for each Se class which is expressed 
in mg. per 100 ml. of serum. 


The S; 1-10 class includes most of the 
“normal” beta lipoproteins. The lipoproteins 
of this class contain protein, cholesterol, and 
phospholipids, but virtually no neutral fat.® 

The S- 12-20 class is composed of beta 
lipoproteins of lower density than those in 
the S; 1-10 class. They usually are present 
only in small quantities in the serum of 
young, normal persons, but, according to 
Gofman,® they are often found in great quan- 
tities in the serum of patients with athero- 
sclerosis. They contain less protein than the 
lipoproteins of the S; 1-10 class. 

The S,; 30-70 class consists of molecules 
and molecular aggregates which contain con- 
siderable amounts of cholesterol, phospho- 
lipids, and neutral fat, but little protein. 
Many particles in this class are of such a 
large size that when they are present in great 
numbers they cause turbidity of the serum. 

The S- 100-400 class and the classes up 
to 40,000 consist of molecular aggregates 
which are composed mainly of neutral fat 
with only small amounts of protein, choles- 
terol, and phospholipids. Because of their 
large size the lipid particles of these S, 
classes cause turbidity of the serum. During 
alimentary hyperlipemia, there is, according 
to Gofman and his associates,* a great in- 
crease in the concentration of lipids in the S, 
classes above 30, while the amounts of lipids 
in the S; 1-10 and 12-20 classes are not 
altered. 

REVIEW OF LITERATURE 


Ultracentrifugal Analysis of the Serum in 
Primary Hypercholesteremic Xanthomatosis 
and Idiopathic Hyperlipemia.—The first re- 
port on ultracentrifugal analysis in these two 
diseases was published by McGinley, Jones, 
and Goffman.” The serum of their patients 
with primary hypercholesteremic xanthoma- 
tosis regularly showed an increase in the S; 
12-20 class. The milder cases, which had 
tendon xanthomata as the only clinical sign, 
also had an increase in the S, 6-8 concentra- 
tion but normal values in the S, 20-40 and 
40-100 range. The severer cases, which had 
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tuberous xanthoma either with or without 
tendon xanthomata, showed, in addition to 
the increase in the S, 12-20 concentration, 
regularly an increase in the S; 20-40 class 
and occasionally an increase in the S, 40-100 
class, while the S; 6-8 values were either 
normal or reduced. The patients with idio- 
pathic hyperlipemia showed low or normal 
amounts of lipoproteins in the S; 6-8 class; 
low, normal or moderately increased amounts 
in the S; 12-20 concentration, and very mark- 
edly increased amounts in the S; 20-40 and 
40-100 range. No determinations of the S, 
classes above 100 were reported by the 
authors. 

Biggs and Colman * from Gofman’s labora- 
tory reported ultracentrifugal analyses of the 
serum from two patients with “xanthoma 
tendinosum” and two patients with “xan- 
thoma tuberosum.”” The two patients with 
xanthoma tendinosum showed a great in- 
crease in the S, 1-10 class, a moderate to 
marked increase in the S;, 12-20 concentra- 
tion, and normal values in the S,; 20-100 and 
100-400 range. On the other hand, the two 
patients with xanthoma tuberosum had rela- 
tively low values in the S; 1-10 class, slightly 
to moderately increased S; 12-20 values, and 
greatly increased concentrations in the Sy 


20-100 and 100-400 range. It would seem 


likely that the two patients with “xanthoma 
tuberosum,” and possibly some of the pa- 
tients with tuberous xanthomata described 
by McGinley, Jones, and Gofman, had idio- 
pathic hyperlipemia rather than primary hy- 
percholesteremic xanthomatosis, be cause 
large quantities of lipoproteins in the S, 40- 
100 class, as reported by McGinley, Jones, 
and Gofman, and in the S; 100-400 class, 
as reported by Biggs and Colman, would 
be likely to cause turbidity of the serum. It 
has only recently been established that tuber- 
ous xanthomata and even tendon xanthomata 
are not uncommon in idiopathic hyperli- 
pemia.® 

In another paper from the same laboratory 
Gofman, Jones, Lyon, Lindgren, Strisower, 
Colman, and Herring ® compared the ultra- 
centrifugal findings in the serum of 12 pa- 
tients with “xanthoma tuberosum” with those 
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of 12 patients having hypercholesteremia 
without any clinical sign. The amount of 
serum cholesterol was about the same in both 
groups, averaging 489 mg. per 100-ml. in the 
patients with xanthoma tuberosum and 447 
mg. in the hypercholesteremic normals. How- 
ever, the amount of lipoproteins in the S, 
12-20 class differed greatly in the two 
groups, averaging 250 mg. per 100 ml. in 
the patients with xanthoma tuberosum and 
85 mg. in the hypercholesteremic normals. 
The authors concluded that the amount of 
cholesterol found in -the serum showed no 
correlation to the amount of lipoproteins 
present in the S; 12-20 class. 

Wheeler and Sprague,’ in contrast to Gof- 
man’s group, found no regular increase in 
the amount of lipoproteins in the S; 12-20 
class in their patients with primary hyper- 
cholesteremic xanthomatosis. Only 3 of their 
22 patients showed an increase. They con- 
cluded that measurement of the lipoproteins 
in the S; 12-20 class was not a reliable index 
of this disorder, especially in view of the 
fact that also 3 of 24 persons with hyper- 
cholesteremia alone showed an increase in 
the S;, 12-20 class. 

Epstein, Rosenman, and Gofman *° deter- 
mined the amount of lipoproteins in the Sy; 
12-20 class in a group of 35 patients with 
xanthelasma, of whom 16 had serum choles- 
terol concentrations in excess of 300 mg. per 
100 ml. and 6 had coronary artery disease. 
The S; 12-20 class of lipoproteins showed 
essentially the same distribution of high and 
low values as it showed in an equivalent sam- 
ple of the general population. Only those 
patients who also had coronary artery disease 
had, on the average, slightly higher S, 12-20 
levels than the control group. 


Effects of Heparin on the Ultracentrifugal 
Pattern in General.—In 1951, Graham, 
Lyon, Gofman, Jones, Yankley, Simonton, 
and White ** reported that normal persons 
and patients with coronary heart disease who 
had measurable amounts of lipoproteins in 
the S, 12-20 and 20-100 range, showed a 
significant decrease in the concentration of 
the S- 20-100 class and a concomitant in- 
crease in the concentration of the S, 12-20 
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class 15 minutes after an intravenous injec- 
tion of 100 mg. of heparin. During the next 
six hours a decrease occurred in the S; 12-20 
class to below the original level while the 
lipoproteins in the S; 6-10 class increased 
over the initial level. Then, progressively, 
over a period of 24 hours all the classes re- 
verted toward their initial distribution. Even 
after 24 hours, however, there was a lower S, 
12-20 level than initially in many instances. 
When 200 mg. of repository heparin was ad- 
ministered intramuscularly, all the lipopro- 
teins above S; 10 decreased materially in 
amount within four hours. Even after two 
to four days there was a significant depres- 
sion of the S; 12-20 level. Heparin thus 
caused in essence a reversion to a normal 
lipoprotein pattern. 

Loewe and his associates ** repeated the 
experiments of Graham and his associates in 
patients with atherosclerotic diseases, using 
200 mg. of repository heparin. They observed 
that the most pronounced effect of heparin 
was uporf the lipoproteins in the S; 35-100 
range, the concentration of which was re- 
duced by an average of 80% four hours after 
the injection. The lipoproteins of the lower 
S; classes were affected less consistently. The 
duration of the effect was found to be 24 
hours on the average. However, in several 
patients the concentration of the S; 35-100 
class remained lowered for 72 hours after 
heparin administration. 

Rinzler and his associates ** injected 100 
mg. of heparin intravenously twice weekly 
over a period of six weeks to a group of nine 
patients with angina pectoris. There were 
no significant changes in the concentration 
of the lipoproteins in the various S; classes 
in samples taken several days after the last 
injection of heparin. 

Effects of Heparin on the Ultracentrijugal 
Pattern in “Xanthoma Tuberosum.”—Gra- 
ham and his associates in their above-men- 
tioned paper * reported the case of one pa- 
tient with ‘“xanthoma tuberosum” who 
received daily intramuscular injections of 
100 mg. of heparin in aqueous solution for 
four weeks. After this period lipoproteins 
in the S; 12-20 class had decreased in 















in a subsequent paper.) 
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Fig. 1.—Ultracentrifugal patterns of a normal subject before (upper row) and 60 minutes 
after the intravenous injection of 100 mg. of heparin (lower row). Prior to the injection, some 
lipid material is present in the Sr 12-20 class. After the injection, this amount is greatly reduced. 
The amount in the S: 1-10 class, on the other hand, has icreased. (For exact data see Table 1, 
Subject VIII.) (The lower curve in each photograph depicts the flotation of the lipoproteins at 
a density of 1.21 for measurement of the alpha lipoproteins. Those measurements will be discussed 







Taste 1.—Effects of an Intravenous Injection of One Hundred Milligrams of Heparin on the Turbidity, 


the Lipids, and the Ultracentrifugal Pattern of the Serum of Normal Persons 
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Subject Plasma 


I 
II 
{II 


IV 


State 


Nat.* 
Hep.t 


Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 
Nat, 
Hep. 


Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 
Nat. 
Hep. 


Nat. 
Hep. 


Tur- 
bidity 
Units 


2.9 
2.3 


2.6 
2.5 


2.1 
2.0 


3.0 
3.1 


24 
2.2 


3.1 
2.9 


2.8 
2.5 


3.7 
3.0 


3.7 
3.2 


3.4 
2.9 


2.5 
2.2 


4.4 
2.4 





Fatty 
Acids 


375 
294 
222 
134 
268 


148 


340 
279 


274 
291 


355 
282 
288 
237 


300 
294 


599 


458 
265 
207 
361 
258 
446 
327 


Neutral 
Fat 


ow of BA 


8s 


31 


48 


i] 


31 
51 


224 


178 


45 


136 


119 





Mg./100 Ml. 
A... 
Cholesterol Mg./100 Mi. 
Ester- Phospho- St St St Se 
Total ified lipids 100-400 30-70 12-20 1-10 
280 200 250 —_ 46 50 318 
265 170 240 —_ _ 9 421 
225 130 158 _ _ 51 288 
210 135 155 _ =~ _ 294 
195 110 295 _ _ 11 291 
185 120 253 _ ~_ _ 376 
280 170 250 - _ 8 378 
270 145 233 _ _ —_ 381 
215 140 310 _ _ 16 251 
210 130 265 - _- _ 269 
—- _ ~ 159 
es _ _ _ 163 
265 200 253 _ _ 27 338 
290 185 255 _ _ _ 375 
325 195 193 _ _ 31 338 
305 185 195 _ _ 7 509 
255 170 232 _ _ _ 294 
250 150 217 _- _ _ 296 
355 230 268 _ 175 53 352 . 
325 180 250 _ - 32 459 
220 185 197 _ _ 8 280 
225 145 190 _ _ _ 262 
230 140 200 _ _ 19 252 
210 110 190 _ _- - 312 
325 195 283 _ _- 52 419 
325 200 280 _ _ _ 484 


Sex 


18 


19 





* Nat. = plasma in its native state. 
+ Hep. = plasma 60 minutes after I. V. injection of 100 mg. of heparin. 
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amount from an initial level of 500 mg. per 
100 ml. to 150 mg. Within two weeks after 
cessation of the treatment there was a rise 
to 400 mg. per 100 ml. On resumption of 
daily injections of heparin the level again 
fell progressively to 150 mg. per 100 ml. 

Later, in 1952, Gofman*™* stated that his 
group had given daily intramuscular injec- 
tions of 100 mg. of heparin to five patients 
with “xanthoma tuberosum” who had in 
their serum fantastic levels of molecules in 
the classes S; 12-100. Some of the patients 
adhered to a low-fat*diet as well. In all five 
patients the level of lipoproteins was held 
down well below the pretreatment level. 
There also was definite shrinking of the tu- 
berous xanthoma beginning about one month 
after the start of treatment. 


OBSERVATIONS 
1. NorMAL PERSONS 

Native Serum.—Ultracentrifugal analyses 
of the serum were carried out in 13 fast- 
ing, apparently healthy persons, of whom 
3 were female and 10 were male. These 
analyses revealed considerable variation in 
the amount of lipoproteins in the S, 12-20 
class, from not measurable amounts to ap- 
preciable quantities (Fig. 1 and Table 1). 
In four subjects the amount of lipoproteins 
in the S; 12-20 class was 50 mg. per 100 ml. 
or slightly higher. This observation is in 
accord with that by Jones, Gofman, Lind- 
gren, Lyon, Graham, Strisower and Nich- 
ols,1> who found among 1,000 men 340 who 
had S; 12-20 values in excess of 50 mg. per 
100 ml. of serum. In two of our subjects, 
I and X, a small amount of lipid material 
was present also in the S; 30-70 class; but 
none had any measurable quantities of lipid 
material in the S; 100-400 range. 

Effects of a Single Injection of Heparin— 
The ultracentrifugal pattern of serum ob- 
tained one hour after the intravenous injec- 
tion of 100 mg. of heparin revealed no 
changes in the two subjects who had lipopro- 
teins only in the S; 1-10 class (Table 1, Sub- 
jects VI and IX). However, in the other 11 
subjects in whom lipoproteins had been pres- 
ent in the higher S; classes a change oc- 
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curred: The lipoproteins in the S; 12-20 
class decreased or even disappeared (Fig. 1), 
and in the two subjects in whom lipoproteins 
had been present in the S; 30-70 class none 
was found after the injection of heparin. This 
decrease in the S; 30-70 and 12-20 range was 
associated with an increase in the S,; 1-10 
concentration. Thus a definite shift from the 
higher to the lower S; classes took place 
under the influence of heparin. 


Determination of the turbidity and of the 


‘concentration of the various lipids revealed, 


similarly to the results reported in Part III, 
after the injection of heparin a slight decrease 
in the turbidity in all but one subject (Table 
1). Also, the values for fatty acids decreased 
in all subjects except one, and the amount of 
neutral fat decreased appreciably in the five 
subjects in whom its amount exceeded 50 mg. 
per 100 ml. of serum. In addition, the values 
for cholesterol and phospholipids decreased 


_ Slightly in some patients, though not in 


others. The decrease amounted to 15 mg. or 
more for cholesterol in six subjects, and for 
phospholipids in five subjects. However, the 
decrease in cholesterol and phospholipids is 
not statistically significant in view of the er- 
rors involved in the methods of determina- 
tion. 


2. Primary HypERCHOLESTEREMIC XANTHOMATOSIS 


Native Serum.—Ultracentrifugal analyses 
were carried out in seven patients with 
primary hypercholesteremic xanthomatosis. 
Four patients had normal amounts of lipo- 
proteins in the S; 12-20 class, while two 
patients (8 and 13) showed a moderate ele- 
vation of the S; 12-20 value to 90 and 91 mg. 
per 100 ml. of serum, respectively, and one 
patient (9) a considerable elevation to 141 
mg. (Table 2 and Fig. 2). Six of the seven 
patients had some lipid material in the Sy 
30-70 class, but it was a small or moderate 
amount. One patient (12) had, in addition, 
a small amount of lipid material in the S; 
100-400 range. Four of our seven patients 
with primary hypercholesteremic xanthoma- 
tosis presented clinical and electrocardio- 
graphic evidence of coronary heart disease. 
Only one of these four patients (9) had a 
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high S; 12-20 level; two others (12 and 18) 
had a moderate amount of lipid material in 
the S; 30-70 class, while one patient (17) 
had an entirely “normal” ultracentrifugal 
pattern. 


OF DERMATOLOGY 


place under the influence of heparin (Table 
2 and Fig. 2). The lipid material in the S, 
100-400 class disappeared in the one patient 
(12) in whom it had been present; that in 
the S; 30-70 class, originally present in six 


of the seven patients, disappeared in five 
patients and decreased in the sixth; and the 


Effect of a Single Injection of Heparin. — 
Considerable change occurred in the ultra- 


Fig. 2—Ultracentrifugal patterns of a patient with primary hypercholesteremic xanthomatosis 
before (upper row) and 60 minutes after the intravenous injection of 100.mg. of heparin (lower 
row). Prior to the injection, a small amount of lipid material is present in the S- 30-70 class 
and an appreciable amount in the Se 12-20 class. After the injection, the lipid material in the Sr 
30-70 class has disappeared, that in the S- 12-20 class has diminished, while that in the Se 1-10 
class has increased. (For exact data see Table 2, Patient 9.) 


Fig. 3.—Ultracentrifugal patterns of a patient with idiopathic hyperlipemia before (upper 
row) and 60 minutes after the intravenous injection of 100 mg. of heparin (lower row). Prior 
to the injection, very large amounts of lipid are present in the S: 100-400 and 30-70 classes, 
moderate amounts in the Sr 12-20 class, and much less than normal amounts in the S¢ 1-10 class. 
After the injection, the amount in the Sr 100-400 class has decreased appreciably, while the 
amounts in the lower classes St 30-70, 12-20, and 1-10 have increased. (For exact data see Table 
3, Patient 6.) It may be noted that the first photo in each row depicting the Ss 100-400 class 
has on its left side a narrow, opaque band representing the lipids in the Ss classes above 400. They 
accumulated there while the rotor of the ultracentrifuge gained speed. 


centrifugal patterns of all seven patients. 
Just as in many normal individuals, a shift 
from the higher to the lower S; classes took 
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concentration of the S; 12-20 class decreased 
in six of the seven patients, in two of them 
(17 and 18) to zero: The response of the 
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S; 1-10 lipoproteins varied. Usually they 
increased. However, in two of the patients 
(8 and 12) in whom the sample of blood 
was obtained 60 minutes rather than 15 min- 
utes after the injection of heparin, even the 
S; 1-10 class showed a decrease. . 
Chemical determination of the various 
serum lipids consistently revealed, as already 
reported on the same series of patients in 
Part III,‘ a slight decrease in cholesterol 
after the injection of heparin (Table 2). In 
addition, the turbidity, which was within the 
normal range in all patients, decreased 
slightly in six of the seven patients. Also, 
the concentration of neutral fat decreased in 
the four patients in whom its amount ex- 
ceeded 100 mg. per 100 ml. of serum. 
Furthermore, a decrease in phospholipids 
amounting to 15 mg. per 100 ml. or more 
occurred in five of the seven patients. It is 
noteworthy that, in contrast to our previously 
reported findings,’ a decrease in the degree 
of turbidity and in the amounts of neutral 
fat and phospholipids occurred in many pa- 
tients. This may be due to the fact that in the 


present series 100 mg. rather than 50 mg. of 
heparin was used and the postheparin sample 
was usually taken 60 rather than 15 minutes 
later. The maximal effect of heparin on the 
lipid concentration occurs not within 15 
minutes but within one to two hours.*® 


3. IplopATHIC HYPERLIPEMIA 

Native Serum.—Ultracentrifugal analysis 
revealed in the six patients with idiopathic 
hyperlipemia a great amount of lipids in the 
Se 30-70 and 100-400 range (Table 3 and 
Fig. 3). In three of the six patients (1, 19, 
and 20) the amount was so great that the 
pattern was obscured in the region of the 
Sz 30-70 and 100-400 classes because of tur- 
bidity. In addition, a great amount of lipid 
material was present in the S; classes above 
400. This was evident from the fact that 
already at the time the rotor of the ultra- 
centrifuge had reached full speed a large 
quantity of lipid material had accumulated at 
the meniscus of the serum sample in the cell. 
In the ultracentrifugal photograph this ma- 
terial appeared as an opaque layer on the left 
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side of the pattern (Fig. 3). The amount of 
lipoproteins in the S_ 12-20 class was greatly 


‘elevated in four patients and within normal 


limits in two (Table 3). On the other hand, 
the amount of lipoproteins in the S; 1-10 
class was below normal. in five of the six 
patients, and was extremely small in two of 
them (21 and 22). 

Effect of a Single Injection of Heparin — 
Again, as in the normal persons and in the 
patients with primary hypercholesteremic 
xanthomatosis, an intravenous injection of 
heparin caused a shift from the higher to the 
lower Sy classes. Usually there was a de- 
crease in the S; 100-400 level and an increase 
in the S; classes 30-70, 12-20, and 1-10 
(Table 3 and Fig. 3). Tne increase in the 
lower S; classes often was greater than the 
decrease in the S; 100-400 class. 

Determination of the turbidity and of the 
lipid concentration before and after the in- 
jection of heparin revealed results similar to 
those obtained by us in our previous series 
of seven" patients with idiopathic hyper- 
lipemia.? A decrease in the degree of turbid- 
ity and in the amount of cholesterol occurred 
in every one of the four new patients (19 to 
22), and a decrease in phospholipids and 
neutral fat occurred in three of them (Table 
3). 

Effect of Prolonged Administration of 
Heparin.—Five patients received injections 
of heparin for long periods, as described in 
Part IV.? This caused a greater decrease in 
the S; 100-400 level than a single intravenous 
injection of heparin (Table 4 and Fig. 4). A 
decrease to zero occurred in two patients (19 
and 5). However, in one of these two patients 
(5) there still was a considerable amount 
of lipid material in the S; classes above 400, 
even though there was none in the S; 12-400 
range. A decrease took place not only in the 
S;: 100-400 class, as after a single injection, 
but, with one exception (Patient 22), also in 
the S; 30-70 and 12-20 classes. An increase 
in the S; 1-10 level, as usually seen after a 
single injection of heparin, was not apparent 
after prolonged administration. Instead, 
there was an increase in only one patient 
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Fig. 4—Ultracentrifugal patterns of a patient with idiopathic hyperlipemia before (upper 
row) and after six months of administration of heparin (lower row). Prior to the administration 
of heparin the amounts of lipid materiai in the Ss: 100-400 and 30-70 classes are so great that the 
optical field is turbid, making measurement of these classes impossible. Large amounts of lipid 
are present also in the Se 12-20 class, while the concentration in the Sr 1-10 class is less than 
normal. After the administration of heparin, the quantity of lipid material in the Se 100-400 and 
30-70 classes has decreased so that these classes can now be measured; nevertheless, they still 
contain very large amounts of lipids. The concentration of lipid material in the Sr 12-20 and 1-10 
classes has also decreased. (For exact data see Table 4, Patient 20, first and third determinations.) 
determinations. ) 


fugal Pattern of the Serum of Patients with Idiopathic Hyperlipemia 














Mg./100 Ml. 
Administration of Heparin cr A —, 
- A ‘ Tur- Phos- 

Pa- Dose, bidity, Neutral Choles- pho- Sr Sr Sr 
tient Type Mg. Route Schedule Date Units Fat terol lipids 100-400 30-70 12-20 
19* Aqu. 100 I.M. Daily 10/ 1/53 12 849 847 559 +4++t +++ 452 
q@) Aqu. 100 I.M. Daily 11/25/53 6 548 567 897 _ 199 168 
Rep. 100 I.M. Daily 2/ 8/54 6 480 442 408 Ace dee Bue 

Rep. 200 ILM. Alt. days 3/ 1/54 eas 355 449 342 145 236 238 

Rep. 200 I.M. Alt. days 4/20/54 3 827 300 298 ae 141 178 

6/ 7/54 2 190 270 308 - ll 146 

20 Aqu. 100 I.M. Daily 10/ 7/58 43 3,096 1,080 906 +++ +++ 306 
(2) Rep. 200 I.M. Daily 1/12/54 66 4,583 1,045 891 +4++ 444+ 815 
Rep. 200 IM. Alt. days 3/29/54 23 2,462 630 587 1,300 867 78 

Rep. 200 I.M. Alt. days 4/26/54 23 1,968 740 660 1,600 840 98 

5/24/54 36 8,610 742 605 +++ 29 

5 Aqu. 100 ILM. Daily 11/12/58 120 6,952 895 690 +44 270 82 
(8) Rep. 200 ILM. Daily 2/ 8/54 160 6,776 620 505 234 139 52 
Aqu. 200 LY. Daily 8/ 8/54 82 2,227 505 395 162 158 73 

Rep. 200 LV. Daily 3/29/54 40 1,877 650 453 202 133 75 

Rep. 200 LV. Daily 4/12/54 69 2,488 875 286 2% 

6/ 1/54 148 3,124 560 382 — — — 

21 Aqu. 200 Lv. Daily 8/15/54 81 2,201 915 638 640 288 80 
) Aqu 200 LV. Daily 3/22/54 11 1,045 365 382 486 360 72 
- _ _ Low fat 8/29/54 6 1,071 855 355 530 359 38 

- —_ — Low fat 4/20/54 4 522 255 230 218 212 63 

5/17/54 4 476 233 413 255 199 — 

2 Aqu. 200 LV. Daily 8/ 8/54 41 1,755 855 495 367 190 36 
(5) Aqu. 200 LV. Daily 8/15/54 19 1,201 730 485 eee ; oe 
4/ 5/54 12 988 485 415 364 466 176 


Se 
0-10 





“The numbers without parentheses represent those assigned to the patient for the entire series of studies. The numbers 


in parentheses represent those that had been assigned to the patients in Part IV. 


Bite indicates the presence of such large amounts of lipids that the optical fleld was turbid and no measurement 


carried out. 
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(22), no essential change in two patients 
(5 and 21), and a decrease in two patients 
(19 and 20). 

Although prolonged administration of hep- 
arin caused considerable change in the ultra- 
centrifugal pattern, the pattern did not 
become normal in any of the patients. As a 
matter of fact, the ultracentrifugal pattern 
reverted to normal to a less degree than the 
chemical values for the various lipids. For 
instance, in one patient (19) in whom the 
lipid values had decreased to normal under 
prolonged administration of heparin the ul- 
tracentrifugal pattern, although free of lipids 
in the S; 100-400 class, still showed con- 
siderable amounts of lipids in the S- 12-20 
class. In another patient (21) in whom, 
under the administration of heparin, the 
amounts of cholesterol and phospholipids had 
decreased to normal and the amount of neu- 
tral fat to nearly normal, the ultracentrifugal 
pattern remained distinctly abnormal, with 
considerable amounts of lipids in the S; 100- 
400 and 30-70 range and much smaller 
amounts than normal in the S; 1-10 class. 


COMMENT 


Ultracentrifugal analysis of the serum of 
seven patients with primary hypercholester- 
emic xanthomatosis revealed a distinctly ab- 
normal pattern in only one patient, in whom 
there was a considerable increase in the 
amount of lipid material in the S; 12-20 class. 
Our findings thus agree with those of 
Wheeler and Sprague® rather than with 
those of Gofman and his associates.t| We 
found that primary hypercholesteremic 
xanthomatosis was not necessarily associated 
with an abnormal ultracentrifugal pattern. 
In view of the significance that has been 
attached to the S; 12-20 and 30-70 classes as 
“atherogenic,” ¢ it is of interest that three of 
the four patients who had coronary heart 
disease in association with primary hyper- 
cholesteremic xanthomatosis showed a fairly 
normal ultracentrifugal pattern. 

In contrast to the patients with primary 
hypercholesteremic xanthomatosis those with 


+ References 4, 5, and 6. 
t References 4, 5, and 15. 
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idiopathic hyperlipemia showed a grossly 
abnormal ultracentrifugal pattern. In all pa- 
tients with idiopathic hyperlipemia very 
large amounts of lipoproteins were present in 
the S, classes 30-70, 100-400, and above 400, 
Such an increase in the S, classes above 30 
was to be expected, since the serum of these 
patients was very turbid, and turbidity of the 
serum is caused by the presence of large 
amounts of lipoproteins of large particle size 
as they occur in the S; classes above 30. Four 
of the six patients had, in addition, very large 
quantities of lipoproteins in the S; 12-20 class, 
On the other hand, the amount of lipopro- 
teins in the S; 1-10 class was below normal in 
five of the six patients. 

An intravenous injection of heparin caused 
in the normal subjects as well as in the pa- 
tients with primary hypercholesteremic xan- 
thomatosis a lowering and, not infrequently, 
a disappearance of the lipid material in the 
S; classes above 10. The amount of lipid 
material in the S; 1-10 range usually showed 
an increase following the injection of heparin. 
In two patients with primary hypercholes- 
teremic xanthomatosis, however, when the 
second sample was taken 60 rather than 15 
minutes after the injection of heparin, there 
was a decrease. This decrease probably was 
the result of a decrease in the lipoprotein 
concentration of the serum, as indicated by 
the chemical determination of the various 
lipids. 

In the patients with idiopathic hyperlipe- 
mia a single intravenous injection of heparin 
also caused a shift from the higher to the 
lower S; classes. The fact that the increase 
in the lower S; classes 30-70, 12-20, and 1-10 
often was greater than the decrease in the 
S: 100-400 class may be explained by the 
shifting of considerable amounts of lipid sub- 
stances from the S; classes above 400 to those 
below 400. They thus came into the range of 
those S; classes which were measured. 

Prolonged administration of heparin 
caused a greater decrease in the S,; 100-400 
class than did a single injection of heparin. 
In addition, there was a trend towards a 
decrease in all the other classes. This general 
decrease in all the measured S; classes prob- 

















































ably was due to the considerable decrease of 
all the lipids under the prolonged adminis- 
tration of heparin. 

Action of Heparin on Lipoproteins —The 
chemical basis for the conversion by heparin 
of lipoproteins of the higher S; classes into 
those of the lower S; classes has been studied 
by Shore, Nichols, and Freeman.** These 
authors found that heparin causes partial 
hydrolysis of the glyceride component of 
lipoproteins. This results in a release of fatty 
acids from the lipoprotein molecules, which 
thus acquire a higher density and in the ultra- 
centrifuge float at a slower rate. The same 
conversion of higher into lower S; classes 
which takes place after the injection of hep- 
arin also occurs in the normal lipid metab- 
olism, as demonstrated by Pierce.** This 
author injected lipoproteins of the higher Sy 
classes (isolated from the serum of choles- 
terol-fed rabbits) into normal rabbits and 
observed a stepwise conversion of the trans- 
fused lipoprotein molecules to successively 
lower S; categories, followed by ultimate 
clearance from the blood. There is, however, 
so far no proof that heparin is the factor 
which normally causes this conversion in the 
plasma.** Thus, it is not possible at present 


to answer the question whether a deficiency. 


in heparin (or some agent of similar proper- 
ties) is one of the factors involved in the lipid 
metabolic defect which is characterized by 
the presence of large quantities of lipopro- 
_ teins of the high S; classes. As a matter of 
fact, this appears unlikely. If a deficiency of 
heparin existed in idiopathic hypeslipemia 
(analogous to a deficiency of insulin in di- 
abetes) one would expect a greater effective- 
ness of heparin. Instead, even large amounts 
of heparin given for a long time produce 
only a partial normalization of the ultra- 
centrifugal pattern and a partial reduction of 
the elevated lipid values. 


SUMMARY 


Four of seven patients with primary hyper- 
cholesteremic xanthomatosis showed an es- 
sentially normal ultracentrifugal pattern, 
while two showed a moderate elevation and 
one a considerable elevation of the lipopro- 
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teins in the S; 12-20 class. Four of the seven 
patients had coronary heart disease, three 
of whom had an essentially normal ultra- 
centrifugal pattern. 


A single intravenous injection of heparin 
caused in normal persons, as well as in the 
patients with primary hypercholesteremic 
xanthomatosis, a shift of lipids from the 
higher S; classes to the S; 1-10 class, result- 
ing in a decrease and occasionally a disap- 
pearance of the S; 12-20 class. 


Ultracentrifugal analysis of the serum of 
six patients with idiopathic hyperlipemia re- 
vealed a grossly abnormal pattern with very 
large amounts of lipids in the S; classes 30- 
70, 100-400, and above 400. The amounts of 
lipid substances present in the S; 12-20 class 
varied, while the amount in the S; 1-10 class 
was below normal. 


A single intravenous injection given to six 
patients with idiopathic hyperlipemia also 
caused a shift from the higher to the lower 
S; classes: from the S; 100-400 class to the 
S; classes 30-70, 12-20, and 1-10. 


Prolonged administration of heparin to five 
patients with idiopathic hyperlipemia caused 
a greater decrease in the S; 100-400 class 
than a single injection of heparin. In addi- 
tion, there was a decrease in the S,; 30-70 and 
12-20 classes, and occasionally also in the 
S; 1-10 class. In general, the ultracentrifugal 
pattern changed towards normal to a lesser 
degree than the chemical values for the vari- 
ous lipids. 


In spite of the fact that the serum in idio- 
pathic hyperlipemia contains an excess of 
lipids of the higher S; classes and heparin 
accelerates the physiologic process of conver- 
sion of higher into lower S, classes, there is 
so far no evidence that a deficiency of heparin 
is an etiologic factor in idiopathic hyper- 
lipemia. 
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ABSTRACT OF DISCUSSION 


oF Papers ON IpIOPATHIC HYPERLIPEMIA AND 
PrIMARY HyPERCHOLESTEREMIC XANTHOMATOSIS 


Dr. Norman Epstern, San Francisco: We are 
indeed indebted to Dr. Lever and his associates for 
some very fundamental work on the lipoidoses. 

The syndrome of idiopathic hyperlipemia is not too 
well known, nor is its mechanism well understood, 
We havehad the opportunity of studying a patient 
with idiopathic hyperlipemia over the last 15 
months. He is a 33-year-old man, rather obese, who 
has had three attacks, the first one in 1947, each of 
which was accompanied by intense abdominal pain, 
disturbed sensorium, marked restlessness, albumin- 
uria, diminished hearing, paralytic ileus, and gen- 
eralized aches and pains. 

During his first attack, even with very competent 
medical and surgical advice, he was thought to have 
appendicitis, and an appendectomy was performed. 
The presence of an eruptive type of xanthoma was 
not given proper significance, nor was his marked 
hyperlipemia detected. On a low-fat diet, his symp- 
toms receded and the xanthoma regressed. His sec- 
ond attack was similar to the first, and we saw him 
in the third, when the abdominal pain as well as the 
other symptoms recurred. 


Numerous xanthomatous papules were present 
over his buttocks, legs, knees, etc. His blood plasma 
was turbid and was almost pure fat. The total lipids 
were 9,260 mg. per 100 cc., that is, almost 10 gm. 
per 100 cc. of blood. The liver was enlarged and 
tender. After several days, the plasma lipids fell 
from 9,260 to 900 mg. per 100 cc. The total choles- 
terol fell from 900 to 280 mg. per 100 cc., the phos- 
pholipids from 1,950 to 560 mg. per. 100 cc., and the 
neutral fats from 6,390 to 60 mg. per 100 cc. Subse- 
quently, the hepatomegaly disappeared. 

During the three months following his last attack, 
he returned to his usual high-fat diet and gained 25 
Ib. (11.3 kg.) weight. The total plasma lipids rose 
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to 4,600 mg. per 100 cc. from 900 mg. per 100 cc., 
and his cholesterol to 600 mg. per 100 cc. It was 
then repeatedly demonstrated that an injection of 
100 mg. of water-soluble heparin caused a rapid and 
marked reduction in his plasma lipids. 

During the past year, he has given himself 75 mg. 
of water-soluble heparin subcutaneously twice 
weekly, and he has remained symptom free, and his 
xanthomas disappeared in spite of his continuing to 
eat a high-fat diet. It is our concept that idiopathic 
hyperlipemia is an exaggerated and persisting form 
of alimentary hyperlipemia. In our patient, there 
was a gradual accumulation of lipids in the blood 
until it rose to a critical level, when the clinical 
symptoms of this syndrome appeared. 


Heparin has the ability to reduce blood lipids 
rapidly, when they are present in large amounts. 
This is only one of the remarkable actions of 
heparin. Heparin does not cause clearing of a blood 
plasma turbid with fat by direct action upon these 
lipids. It acts upon the body tissues to produce a 
clearing factor, which, in turn, acts upon the lipids 
in vitro as well as in vivo to effect the clearing of 
the blood plasma of excess fat. 

As Dr. Lever and his associates and others have 
shown, heparin causes a change in the physicochemi- 
cal state of the various lipoprotein molecules which 
enter the blood stream after the ingestion of fat. 
This change permits a rapid removal of the fat from 
the plasma. Dr. Lever has further shown that hep- 
arin alters the chemical composition of the lipo- 
protein molecules, tending to change those of high 
lipid content to those of the normal beta type. As 
a result of these effects, there is a tendency for fhe 
ultracentrifugation pattern to become more normal. 


Gofman has also found that after heparin therapy 
there is an increase in the lipoprotein molecules of 
the Sr: 1-10 class and a decrease in the S-¢ 10-20 
group. He and others feel that this change is bene- 
ficial in preventing atherosclerosis and possibly caus- 
ing a reversal or involution of atherosclerotic 
changes which are already taking place. This re- 
quires more clinical proof before it can be accepted. 


That heparin may have other effects in this re- 
gard is shown by recent experiments by Dr. R. 
Rosenman at the Harold Brunn Institute of the 
Mount Zion Hospital in San Francisco. The experi- 
mental production of nephrosis in rats leads to the 
development of a hyperlipemia similar to that seen 
in humans. Heparin markedly diminishes their 
lipemia. Furthermore, when heparin is administered 
during the induction phase of this experimental 
nephrosis in rats, it completely prevents the develop- 
ment of the hyperlipemia as well as the other clinical 
and pathological features of the nephrosis. Heparin 
seems to have so many different actions as to make 
it one of the most interesting and exciting substances 
now under study. 


HYPERLIPEMIA AND HYPERCHOLESTEREMIC XANTHOMATOSIS 


Dr. Frep D. Wetman, Philadelphia: To the 
pathologist, one of the first thoughts is, “Where is 
the source of the trouble? Where does the lipoid 
come from?” May I ask Dr. Lever whether there is 
any information in the hands of the “ultracentri- 
fugologists” as to whether there is any established 
pattern in the normal tissues of the lipogenic 
organs (liver, adrenal, and chromaffin tissue in gen- 
eral). This becomes cogent now that we have this 
clearing process taking place under the influence of 
heparin; that is, these studies contain something that 
might be of heuristic value. Heparin might be em- 
ployed on these lipogenic tissues to learn whether 
a similar phenomenon occurs, either with or without 
a similar ultracentrifugal patterning. Probably the 
technical difficulties are too great, though. 

Dr. Watter F, Lever, Boston: I wish to thank 
Dr. Epstein and Dr. Weidman for their discussions. 

I was interested in hearing about Dr. Epstein’s 
case of idiopathic hyperlipemia. Considerable spon- 
taneous fluctuation in the serum lipid levels occurs 
in some patients who have idiopathic hyperlipemia 
associated with abdominal colics. In these patients, 
as in the case described by Holt (Bull. Johns Hop- 
kins Hosp. 64:279, 1939), a gradually increasing 
accumulation of lipids takes place in the blood, ac- 
companied by an enlargement of the liver. When 
the lipid level has reached a certain peak, abdominal 
colics occur. Concomitantly with the abdominal 
colics the blood lipids decrease and the hepato- 
megaly subsides. Cases of this type are rare, how- 
ever. In most patients with idiopathic hyperlipemia 
the lipid levels are steadily elevated, as in all our 
11 cases. In milder cases of idiopathic hyperlipemia 
a diet low in fat is effective in reducing the lipid 
levels, but in severe cases such diet is of little or 
no effect. It is hoped that in these cases heparin, 
especially when employed in conjunction with a low- 
fat diet, will be of use. 

The cause of idiopathic hyperlipemia is obscure. 
As Dr. Epstein has pointed cut, it is quite likely 
that insufficient removal of lipids from the blood 
is an important factor. This is suggested by the 
studies of Thannhauser and Stanley (Tr. A. Am. 
Physicians 62:245, 1949), who administered by 
mouth [131-labeled neutral fat to normal subjects 
and to patients with idiopathic hyperlipemia. They 
found that the disappearance of the iodine from the 
blood serum was considerably prolonged in the 
latter group as compared with the normal subjects. 

Concerning Dr. Weidman’s comments, I believe 
that. the ultracentrifugal analysis of organ extracts 
presents great technical difficulties. To my knowl- 
edge, no such studies have been undertaken so far. 
I wish to point out, however, that there is so far 
no evidence that heparin plays any part in the normal 
lipid metabolism. It is therefore unlikely that a de- 
ficiency of heparin is the cause of idiopathic hyper- 
lipemia. 
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LOCAL ACTION OF HEPARIN ON XANTHOMAS 


THEODORE CORNBLEET, M.D., Chicago 


TRA 


AHN IN 19431 showed that heparin 

injected into an animal could clarify 
the turbidity of alimentary lipemia, but he 
could not demonstrate the same phenomenon 
when he added heparin directly to such plas- 
ma in vitro. Later Anderson? successfully 
produced the “clearing” effect outside the 
body by treating lipemic plasma with plasma 
taken from another animal shortly after in- 
jecting the latter intravenously with heparin. 
These results seemed to show that heparin 
can incite the elaboration in plasma of an 
agent capable of modifying lipoprotein par- 
ticles. 

Graham and co-workers * advanced these 
studies on the role of heparin in mediating 
the transport and transformation of lipoids 
by showing they could alter the distribution 
of the various kinds of lipoproteins and partly 
prevent the formation of the kind that is as- 
sociated with and supposedly responsible for 
producing atheromata during cholesterol 
feeding. They found in humans suffering 
with angina pectoris that a redistribution of 
lipoproteins under the influence of heparin 
accompanied a marked reduction in pain. 
Gofman and his associates * are in the fore- 
front with their studies suggesting an associ- 
ation. between certain kinds of lipoproteins in 
the .plasma-and the occurrence of atheroscle- 
rosis. Bragdon ° actually produced early le- 
sions by infusing fractionated hypercholes- 
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teremic plasma into animals, indicating it is 
not the quantity of cholesterol present in the 
blood but its physical state that induces the 
vascular lesions. 

Anfinsen and co-workers,® by perfusion 
experiments on anesthetized rats and dogs 
with heparinized plasma, indicated that the 
abdominal and thoracic regions were capable ~ 
of producing clearing activity at high levels. 
They assayed the content of clearing factor 
by measuring the decrease in turbidity per 
unit of time upon incubating the perfusate 
with alimentary lipemic plasma _ obtained 
from dogs previously fed a fatty meal. They 
felt, therefore, that material in plasma was 
being converted to clearing factor under the 
influence of a tissue catalyst and in the pres- 
ence of heparin. Their data indicate that of 
the tissues tested heart and lung are most 
active in carrying out this conversion. 

The work of Anfinsen and associates sug- 
gested to LeQuire and co-workers’ that the 
source of “clearing factor” is in the reticulo- 
endothelial system. The latter group studied 
this possibility by comparing the lipemia- 
clearing response to heparin of the normal 
dog with that of animals receiving intrave- 
nous injections of thorium dioxide and there- 
by presumably blocking their reticuloendo- 
thelial system. They found dogs receiving 
low total amounts of thorium dioxide re- 
sponded to heparin with a reduced ability to 
clear an alimentary lipemia, while dogs re- 
ceiving larger amounts of the heavy metal 
became even more lipemic after the injection 
of the enzyme. 

The reaction of clearing factor does not 
alter the total plasma lipid level, but there is 
a change in the physicochemical state of the 
blood lipids as determined with the ultracen- 
trifuge, The lipemia-clearing effect of heparin 
can be reversed in vivo and the lipemia re- 





LOCAL ACTION 


Fig. 1—Xanthoma tuberosum multiplex. 


stored with intravenous injection of prota- 
mine. 

Rosenberg ® studied the lipoprotein pat- 
terns of patients with alimentary lipemia re- 
ceiving heparin. The electrophoretic pattern 
showed the larger lipid band slightly behind 
the 8-globulin and the smaller lipid band in 
the albumin-a2-globulin region. Within 15 
to 30 minutes after the intravenous adminis- 
tration of 8 mg. of heparin the major lipo- 
protein was in the a2-globulin region with no 
noted change in the protein pattern as dem- 
onstrated by bromphenol blue. 

Xanthomatosis is held by some to be a 
member of the group of so-called reticuloen- 
dothelioses. A focal point is the presence of 
lipoidal material within and outside of histio- 
cytes, making of them the so-called foam 
cells. Could the reticuloendothelial system 
within the skin -be used to fofm “clearing 
factor’ for xanthomatous lesions? If so, the 
skin would offer an advantage for observing 
directly changes undergone in the process, 
Here would be a window permitting the 
viewing of the step-by-step resolution of 
cholesterol-induced morbid anatomical states. 


OF HEPARIN ON XANTHOMAS 


METHOD 

Xanthomas were given a series of injec- 
tions with heparin sodium * solution. The 
drug was deposited within and under the 
lesions. Usually one selected site was worked 
on at a time, and no more than 1 cc. or 5,000 
units was used at each treatment. More than 
this could in some persons possibly be an ex- 
cess quantity and induce a bleeding state. 
A simple, small, nonpressure dressing is suf- 
ficient to take care of any bleeding at the 
treatment site. The xanthomatous lesions do 
not bleed as profusely as intradermal injec- 
tions elsewhere, especially if a fine needle is 
employed. Treatments are given once or 
twice a week ; these intervals are long enough 
to prevent accumulations and hemorrhagic 
states. The first two or three injections have 
little gross effect on the lesions, but succeed- 
ing ones become progressively more capable 
of reducing the size of the lesions. Pro- 


thrombin times are determined on the day of 
the first injection and, again, 6 to 12 hours 


* Organon’s Heparin Sodium, 5,000 U.S.P. units 
per cubic centimeter. 


Fig. 2.—Early changes in lesion after heparin 
injections. 
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Fig. 3.—Later changes in lesion after heparin in- 
jections. 


after treatment. If the results are within 
fairly safe limits, then we may assume it per- 
missible to continue further injections with- 
out checking the prothrombin time. If there 
is any suspicion about increased tendency to 
bleed, the prothrombin time can again be 
determined and the dosage of heparin revised 
downwards or discontinued. All subjects 
were advised to watch for bleeding tenden- 
cies and avoid situations exposing them to 
injury. They were given a few words in ex- 
planation of the treatment and the toluidine 
blue antidote for heparin. As controls, some 
patients simultaneously had lesions injected 
with distilled water or saline. 


RESULTS 


Eight patients were treated altogether, 
seven with lesions of the tuberous type and 
one with lesions of the disseminate kind. All 
the patients with tuberous lesions had ele- 
vated blood cholesterol levels. That of the 
subject with disseminate lesions was normal. 
It took an average of 12 to 15 injections to 
flatten the majority of xanthomas. A light 
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bluish discoloration remains at the site. Some 
patients after several months developed cir- 
cumscribed yellowish macules at the injected 
sites but no real xanthomas, in the sense of 
raised nodules or tumors. The treated lesions 
of the disseminate kind responded the same 
as the others. None of the patients showed 
turbid serum in the fasting state, and they 
did not qualify as belonging to the group 
with lipemic xanthomatosis. There were no 
ill effects from the treatments, and none of 
the patients developed a hemorrhagic state or 
required a change of his treatment schedule. 
In no case were lesions influenced, other than 
the ones directly injected. Those treated with 
water or saline did not involute. 


HISTOPATHOLOGY 


One of the earliest changes in the nodules 
of infiltrate is the breaking up of the solid 
masses. They became converted to smaller 
islands and small groups of cells. The Touton 
giant cells also disappeared with the first in- 
jections. There is a slight infiltration of 
plasma cells and lymphocytes and early a 
sparse appearance of collagen bundles and 


Fig. 4 (Case 1).—Before and after treatment. 
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fibroblasts. With continuing injections the 
foam cells lose their fat-staining material, 
though not ali at the same rate. Some have 
barely lost any, when others already appear 
as ordinary histiocytes, some containing 
hemosiderin. They shrink somewhat as they 
lose their lipoidal content. New capillaries 
appear, and collagen increases to form areas 
of fibrosis. 


Fig. 5 (Case 2).—Before and during treatment. 


COMMENT 

Butterworth ® was able to reduce the size 
of tuberous lesions and even produce their 
complete disappearance with pressure ban- 
dages. Naturally one wonders whether mere 
pressure of the injections was the factor in- 
ducing the changes in this series of patients. 
This cannot be answered definitely with the 
present work, although an attempt was made 
to control the study by injecting distilled 
water and saline in a way identical with that 
used for the heparin. It is recognized that 
further investigation is necessary to be cer- 
tain that pressure per se is not the cause of 
involution of the lesions in this series. 


Xanthomas early show an inflammatory 
infiltrate in the lesions, but older ones con- 
tain less of it. The sprinkling of plasma cells 
and lymphocytes probably represent an irri- 
tational effect of the heparin. Some might 
feel that such irritation could account for the 
regression of the lesions. Against this view 
is the common observation that irritation at 
a proper site in a disposed individual tends 
to induce xanthomatous lesions or enlarge 
those already present. 

This initial study on the local action of 
heparin on xanthoma shows again the re- 
versible character of the xanthomatous proc- 
ess. This is true of lesions tuberous with 
hypercholesteremia, as well as those of the 
disseminate variety with normocholesteremia. 
Thus the blood cholesterol level plays no de- 
cisive role in determining the deposits in or- 
ganized depots, nor does it alter or modify 
the elution of the lipoid from these sites. 
This would seem to point up the special 
character of the cellular materials locally 
in determining the accumulation of cho- 
lesterol. Apparently there is something in- 
herent in the histiocytes in xanthoma, if not 
in all histiocytes, to predetermine the pro- 
duction of foam cells and xanthomas. The 
quest must continue and be for the conditions 
setting off the conversion of the histiocyte 
into a xanthoma cell. A merely elevated cho- 
lesterol does not explain it. Whatever cir- 
cumstances put in motion the train of events 
changing the histiocyte and inciting it to a 
new role can evidently be reversed, at least 
on a local level. This can be done, as Butter- 
worth did, by exerting steady pressure, and 
as shown in the present study by use of hep- 
arin. Pressure would seem to upset the local 
positive balance of lipoids, while heparin ap- 
parently changes the form of these materials 
to a kind unfavorable for storage in the his- 
tiocytes. The question arises as to whether 
these histiocytes becoming xanthoma cells 
possess properties or enzymes to convert 
lipoids in the milieu to forms favorable for 
storage. When the latter are presented pre- 
formed, the cells would need no special abili- 
ties except the capacity to retain what is 
offered. Now that we possess methods to 
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distinguish among the varieties of lipopro- 
teins, whether by the ultracentrifuge or elec- 
trophoresis, it should not be an insurmount- 
able problem to separate them from the xan- 
thoma cell and characterize them. 

An early event in effecting a dissolution 
of xaathoma by heparin is the disappearance 
of the Touton giant cell. In this study I did 
not capture the moment this occurred to 
show what happens to this morphological 
mass. Is it held together by its contained 
lipoids? By removing samples sufficiently 
early one should find the answer. Heparin 
also quickly breaks up the solid accumula- 
tion of infiltrate constituting the xanthoma. 
Under its influence clefts appear isolating 
cells into small groups and clumps, Heparin 
seems to reverse what appears to be a chemo- 
tactic force. This reversal does not carry 
through completely; some few histiocytes 
clinging to their lipoidal bits always re- 
mained. Possibly I did not achieve the end- 
point. New collagen and capillaries appear 
early together with fibroblasts. The latter, 
as if to show the imperfect reversibility of 
events, lead to some scarring and atrophy 
such as may happen elsewhere, as in sarcoid- 
osis. This study is presented not so much as 
a practical method of treatment, but rather as 
a contribution towards the further under- 
standing of the xanthomatous process, a re- 
ticuloendotheliosis with overtones in athero- 
sclerosis. 

SUMMARY 


In eight patients with xanthomas, heparin 


injected into the lesions caused them to flat- 
ten and disappear. The histological changes 


occurring during this event were observed 
and are detailed. The so-called “clearing” 
effect of heparin on lipemic plasma is recalled 
as a possible mechanism to explain its action 
locally on xanthoma, and implications in the 
pathogenesis of this lesion are discussed. 
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NUNN 


HILE multiple sweat gland abscesses 

of infants have been recorded by a 
number of investigators in the foreign litera- 
ture, a diligent search of the American derm- 
atologic literature did not reveal any original 
reports, and personal inquiries among der- 
matologists disclosed a lack of familiarity 
with this condition. Brief descriptions in 
American textbooks, usually under the des- 
ignation of “multiple abscesses of infants,” 
“multiple subcutaneous abscesses in infants,” 
or “furunculosis,” generally fail to emphasize 
the characteristic pathogenesis of the le- 
sions.* Therefore we are reporting two cases 
of multiple sweat gland abscesses in young 
children, together with a brief review of 
the literature. Since the pathologic process 
involves primarily the sweat glands, we be- 
lieve that multiple sweat gland abscesses of 
infants is a more definitive designation, and 
this title has been used previously by other 
authors. 

There are a number of references to this 
condition in the French and German litera- 
ture, and, according to the experience of 
one of us (H. P.), it was observed fairly 
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and Children, A. M. A. Arca. Dermat. & Sypu. 
69:543-553, 1954). It will be seen that the view- 
Point of these authors differs somewhat from ours. 
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frequently in Germany. It seems to be less 
common in England, as Castle stated that 
although this condition is met with from 
time to time in outpatient departments of 
general hospitals, it is in England at any 
rate, a comparatively rare disease, and ref- 
erences to it in the literature are few and far 
between. 


Because of the apparent rarity of the con- 
dition in the United States, a brief descrip- 
tion of the disease may be in order, and the 
excellent description by Howard Fox? is 
quoted : 


In undernourished infants, multiple abscesses of 
the skin may appear which vary in size from a 
split pea to a cherry or larger. Some involve the 
skin alone and are bright red at first, later becom- 
ing dusky in color. Others are deep-seated with 
normal overlying skin and may often be felt before 
they are visible. The lesions may be numerous and 
affect any part of the cutaneous surface, the favorite 
locations being the occipital region, back and but- 
tocks. They appear in crops and are practically 
painless. They soften and rupture, discharging 
yellowish-green contents of nauseating odor. UI- 
cers and fistulae may follow or the disease may be 
complicated by lymphangitis and suppurative 
adenitis. There is little or no accompanying fever. 
Recovery follows in the majority of cases though 
some of the patients die from exhaustion or inter- 
current disease. The disease is seen mostly in hos- 
pital practice in infants who have been improperly 
fed or have lived under bad hygienic conditions. 


This disease was probably first distin- 
guished by Alibert,* who in 1832 separated 
it from ordinary furunculosis and called it 
“furunculus atonicus.” Lecerf* in 1903 
quoted Hervieux, who in 1853 studied nine 
cases, and, because he could find no source 
of infection at autopsy, believed that the 
abscesses were due to a diathesis or an 
unknown alteration of the blood. Bouchet ® 
in 1876 thought that the lesions were caused 
by one of three diatheses, the syphilitic, the 
scrofulous (tuberculosis), and the puerperal, 
the condition in which infants had an erysip- 
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elas after birth, or the mother had puerperal 
infection. Escherich * in 1886 and Longard * 
in 1887 demonstrated the presence of staph- 
ylococci in the abscesses, Renault * in 1898 
confirmed this work, and thereafter the 
Staphylococcus was accepted as the causal 
agent. Longard’ used the term folliculitis 
abscedens infantum and stated that these 
-abscesses originate in the sweat glands, hav- 
ing relatively few inflammatory symptoms 
and a protracted course. He further stated 
that they were found in poorly nourished 
infants during the first few months of life. 
In a bacteriological study of nine cases he 
found Staphylococcus albus in four cases 
and Staph. aureus in five cases. The organ- 
isms were highly virulent for rabbits. He 
also isolated the staphylococci from diapers 
of healthy but unclean children as well as 
from diapers of affected children. Hulot ® 
in 1894 pointed out that these deep ab- 
scesses were not peculiar to suckling infants. 
Lecerf* noted that only 2 out of 22 cases 
occurred in children who were being breast 
fed and they were infected a long time after 
the mother’s (breast?) abscesses had been 
cured. 

Lewandowsky *® in 1906 reported three 
cases with autopsy findings and believed the 
origin of multiple abscess of infants was an 
external infection of the skin by staphylo- 
cocci; he also showed that the staphylococci 
entered the infantile skin by way of the 
ducts of the sweat glands. Besides the ab- 
scesses there was present in these cases a 
superficial pustular infection, which had to 
be distinguished from the well-known vesi- 
cles of impetigo contagiosa. Lewandowsky 
showed that histologically these abscesses 
were characterized by suppuration in and 
around the sweat pores, a “periporitis.” 
From this periporitis a deeper abscess may 
originate. Also some of the deeper abscesses 
were formed without any preceding pustules 
by staphylococci that advanced into the 
deeper portions of the sweat duct. He sug- 
gested as a line of treatment the removal of 
the staphylococci from the sweat pores by 
the artificial production of copious sweating, 
followed by bathing in or washing with 
178 


disinfectants. One year later in a second 
paper, Lewandowsky *' confirmed these con- 
clusions and reported favorable results ob- 
tained in 10 cases by such treatment. On 
the scalp, moist. dressings of mercury bi- 
chloride solution were used. 

Auché * in 1907 reported the case of a 
premature baby who 20 days after birth de- 
veloped four abscesses on the buttocks on two 
consecutive days. No more abscesses de- 
veloped. The baby weighed 1,800 gm. and 
was poorly nourished. Auché grew Escheri- 
chia coli from the three abscesses that were 
cultured, in addition to sparse Staph. aureus, 
These abscesses healed quickly after in- 
cision. 

Sequeira ** suggested that the infection 
may be transmitted by the mother’s milk 
but considered this to be improbable. He 
also stated that the condition is most fre- 
quently found in debilitated children or in 
those who are affected with either tubercu- 
losis or pneumonia. Colcott Fox '* reported 
that accoucheurs did not agree that ab- 
scesses were always due to exogenous inocu- 
lation of the skin, but they thought the deep 
abscesses might sometimes be due to a be- 
nign systemic infection brought about by 
the ingestion of microbes in the milk of 
mothers suffering from galactophoritis. 

MacLeod ** in 1920 stated that the infec- — 
tion gains an entry through the hair follicles, 
and in corroboration of this, he further 
stated that small follicular pustules can be 
detected frequently in association with the 
abscesses. He doubted that this affection 
was caused by the Staphylococcus being con- 
veyed to the skin by the blood from some 
deeper focus. 

Castle’ in 1925 reported a case in a 
healthy child. He believed that the infection 
originated, presumably, in the cutis or in the 
subcutaneous tissues. From there it spread 
into the blood stream. A pure growth of 
Staphylococcus was obtained on two occa- 
sions. In spite of the multiple abscesses, the 
child was remarkably well and lively, taking 
its food and crying lustily, and also gained 
in weight during hospitalization. The tem- 
perature cong from normal to 103 F. New 
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abscesses continued to develop, and an autog- 
enous vaccine was made from the pure 
growth of staphylococci obtained by blood 
culture. The autogenous vaccine was started 
10 days after admission, being given in mi- 
nute doses. The dose was doubled each week. 
The infant was discharged from the ward 
after a stay of nearly seven weeks and was 
followed in the outpatient department. Its 
condition on discharge was extremely good. 
In addition to treatment with autogenous 
vaccine, the abscesses were fomented until 
they appeared on the surface and when open 
were dressed with boracic and permanganate’ 
baths twice daily. Mercury vapor lamp ex- 
posures were also given. 

Finn #* in 1926 stated that in babies, the 
wide openings of sweat glands are compara- 
tively easily reached by the pyogenic cocci, 
whereas in adults, the hair follicles are more 
easily reached; therefore the multiple ab- 
scesses of the sweat glands in babies corre- 
spond with furnuculosis of adults. 


Tachau ** in 1939 declared that multiple 
abscesses of the eccrine sweat glands are a 
well-known entity in infancy, and in this 
period of life the apocrine glands are not 
yet fully developed, and the follicles seem 
to be immune toward an infection with pyo- 
genic organisms. During the second year 
the eccrine glands become resistant to the 
infection, and the follicles take, so to say, 
their place. Therefore, abscesses of the ec- 
crine glands are extremely rare in later 
childhood, when the hair follicles become 
susceptible to infection. In adults the in- 
fections of the apocrine glands are associated 
with those of the hair follicles but do not 
occur nearly as frequently as the latter. 


REPORT OF CASES 


Case 1.—S. W., an 18-month-old girl, was seen 
originally on Nov. 25, 1952. According to the his- 
tory, which was obtained from the mother, she de- 
veloped her dermatitis about one year previously. 
Since that time she has developed many small, 
erythematous, nodular lesions, which have appeared 
on the buttocks, thighs, and groins. They are 
slightly tender, and, when they break down, a thick, 
yellow fluid exudes. These have healed with small 
scars. She has developed many lesions during the 
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past year and they run a course of some two to 
three weeks before they ultimately heal. She had 
been previously treated with penicillin, as well as 
a sulfonamide orally. Many different local medi- 
cations have been applied, but to no avail. 

Examination revealed a number of nodular, in- 
filtrated, slightly elevated lesions, which were scat- 
tered over the buttocks, thighs, and groins. There 
were also a few on the lower back. There were 
some 25 to 35 lesions present. They varied in size 
from 1 to 5 cm: in diameter and infiltrated to a 
considerable depth. Some were flesh-colored and 
others had a slightly reddish-blue color. There 
were a number of small scars present; these were 
at the sites of previous lesions. The child was in an 
excellent state of nutrition and appeared quite 
healthy. There was no fever. 


Two biopsies were taken from different lesions 
and reported as follows: Sections of an early le- 


Fig. 1 (Case 2).—Fluctuant sweat gland abscess 
in the left occipital region. 


sion (Fig. 2A) show subacute, almost granuloma- 
tous inflammation involving the deepest parts of the 
corium and the superficial layer of fat tissue and 
centering around the sweat coils. Leucocytes and 
histiocytes constitute the bulk of the infiltrate. 
Higher up in the corium there is a circumscribed 
area of partial necrosis of the connective tissue with 
fibrinous exudate and hemorrhage and numerous 
leucocytes. The papillae and the epidermis above 
this area are edematous, and there is a seropurulent 
crust surmounting the center of the lesion. While 
several sweat ducts are present in this area, no hair 
follicle is found in serial sections. None of the 
sweat ducts possesses a patent lumen, but their 
epithelium is well preserved in contrast to that of 
the sweat coils, which is disorganized (Fig. 2C) 
so that some glands can be recognized only by their 
elastic membranes. The intraepidermal part of 
one sweat duct contains several leucocytes and some 
granular material, but no bacteria. Cocci can be 
demonstrated in the purulent exudate surrounding 
one of the sweat coils. (Fig 2B). 

17% 
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Fig. 2 (Case 1).—Photomicrographs of stained sections of an early lesion. A, low-power 
view showing the location of the deep infiltrate at the cutaneo-subcutaneous border and of the 
more superficial infiltrate, with hemorrhage and necrosis in the upper corium. Section stained 
with hematoxylin and eosin. B, oil immersion view showing several cocci as they were present 
in the deep infiltrate near sweat coils. Section stained with orcein and Giemsa solution. C, 
high-power view of a sweat coil surrounded by histiocytic and polymorphonuclear infiltrate. 
While there is some disarrangement of the glandular epithelium, this coil is easily identified. 
Others in the same section showed much more advanced disintegration. Section stained with 
orcein and Giemsa solution. 


} 
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Sections of a subsiding nodule show some evi- 
dence of lipophagocytosis in the subcutaneous tissue, 
and there is histiocytic infiltrate around deep blood 
vessels and sweat coils. 

On the basis of these findings, the diagnosis of 
sweat gland abscess was offered. 

The patient was placed on elixir of oxytetra- 
cycline (Terramycin) orally in the dosage of 250 
mg. q. i. d, on Dec. 8, 1952. By Dec. 15, she 
showed considerable improvement. She was con- 
tinued on this dosage of oxytetracycline for seven 
more days, and it was discontinued on December 
22. At that time she was approximately 90% 
better, and there were no active lesions at all. She 
was seen again on Dec. 29, 1952, at which time 
there was a severe recurrence with a number of 
new lesions present. She was then placed on 
syrup of chlortetracyline (Aureomycin) in the dos- 
age of 125 mg. q. i. d. This was continued until 
Jan. 5, 1953, at which time she had shown a good 
response to the chlortetracycline, but still had sev- 
eral fresh lesions present. She was presented to 


Sensitivity Tests of Micro-Organisms Performed at 
Holy Cross Hospital, Dec. 12, 1952. 
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the Detroit Dermatological Society at its January, 
1953 meeting. According to the sensitivity tests 
both chlortetracycline and oxytetracycline were 
the medications of choice, but the patient did not 
respond to either one, She was then placed on 
chloramphenicol (Chloromycetin) palmitate in the 
dosage of 1 teaspoonful q. i. d. This was begun on 
Jan. 26, 1953, and she was seen again on Feb. 2, 
at which time there was a definite improvement, 
but there were still a few active lesions present. 
On Feb. 9, she had further improved and chlor- 
amphenicol was discontinued, and acet-dia-mer- 
sulfonamides (Syrup of Tricombisul) was pre- 
scribed in the dosage of 1 teaspoonful q. i. d. One 
week later when she was again observed she had 
improved considerably and the triple sulfonamide 
mixture was continued until March 2, 1953, at 
which time a great improvement was noted, and 
a few subsiding lesions were present. The acet- 
dia-mer-sulfonamides were then discontinued, and 
she was given neomycin ointment to be applied 
locally to the few remaining inactive lesions. She 
was not seen again until April 2, 1953, at which 
time she was completely cured. At no time during 
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the course of her illness, were superficial pustules 
of the periporitis type observed. 

Case 2.—P. M., a 22-year-old white girl, was 
observed by two of us (C. M. and H. P.) at the 


-outpatient clinic of the Detroit Receiving Hospital + 


on Sept. 18, 1953. She was well developed and well 
nourished. The lesions had first been noticed some 
four weeks previously, and new ones had continued 
to develop. The patient had been seen by other 
physicians, and a diagnosis of furunculosis had been 
made. Examination showed about a dozen lesions 
in various stages. The two largest onés were on 
the right side of the chest and in the left suboccipi- 
tal area (Fig..1). They consisted of dusky red 
fluctuant dome-shaped abscesses without the central 
plug which characterizes the true furuncle. They 
obviously involved the deep corium and the sub- 
cutaneous tissue and elevated the superficial struc- 
tures. One older lesion on the right abdomen had 
ruptured and presented a small fistulous ulcer cov- 
ered with a purulent crust. Other lesions were 
present on the trunk and extremities, and ranged 
from small firm. deep cutaneous nodules which 
could be felt better than seen to larger nodes which 
became elevated above the skin surface and to small 
pitted scars with or without residual infiltrates. 
No superficial pustules of the periporitis type were 
present. 

On the basis of clinical findings, the diagnosis of 
multiple sweat gland abscesses was made independ- 
ently by each of us who observed her. Clinical 
photographs were taken,{ and a mixture of sul- 
fonamides was prescribed. The child did not re- 
turn for follow-up observation. 


COMMENT 


The two cases presented exhibited the 
clinical features of multiple sweat gland ab- 
scesses as described in the European litera- 
ture, and the diagnosis was corroborated by 
histologic examination in the first case. They 
differed, however, from the typical picture 
in some respects. Both children were older 
than the undernourished infants who usually 
are affected, and both of them were well fed 
and in good general health. The first child 
offered relatively few active lesions at any 
one time, but the disease tended to run a 
protracted course. The superficial pustules, 


+ Department of Dermatology (Dr. Loren W. 
Shaffer, Chairman). 


¢Dr. Richard J. Ferrara, Fellow in the De- 
partment of Dermatology, Detroit Receiving Hos- 
pital, took the clinical photographs. 
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described by Lewandowsky as periporitis, § 
were absent in both cases, 

There can be little doubt that the high 
standards of pediatric hygiene and nutrition 
which prevail in this country account for the 
rarity of the ordinary type of multiple ab- 
scesses of infants even in clinic practice. In 
this respect, Lewandowsky’s deductions are 
borne out that most of these cases were due 
to external infection under poor hygienic 
and nutritional conditions. On the other 
hand, the occurrence of occasional cases in 
healthy young children, and the difficulty 
with which the infection was eradicated in 
our first case make one think that the old 
French authors may not have been entirely 
wrong when they postulated a special diathe- 
sis. In modern terms, a specific lack of re- 
sistance or immunity to staphylococci may 
be responsible for these sporadic cases. Also, 
the lack of the superficial periporitis in our 
patients may point to an explanation similar 
to that given by Castle, who demonstrated 
infection of the blood stream in his case. || 

In the diagnosis of these sporadic cases, 
they must be differentiated from furunculosis 
on the one hand, from nodular vasculitis and 
panniculitis of the Weber-Christian type on 
the other hand. The absence of the tough 
“core” of the furuncle and the correlated 
absence of a clinically obvious center through 
which the abscess “points” are the pathog- 
nomonic signs of the sweat gland abscess in 
children as well as in adults. The boggy, 


§ Periporitis means inflammation around the 
sweat pore and is comparable clinically to the sup- 
erficial follicular pustules which are known as 
impetigo Bockhart. It was Lewandowsky’s merit 
to point out these periporal pustules as the early 
manifestation of the staphylococcic infection, and to 
demonstrate histologically that the cocci follow 
the lumen of the duct downward to produce the 
deep sweat gland abscesses. We believe that the 
term periporitis should be reserved for the super- 
ficial pustule, and that this should be sharply dif- 
ferentiated from the deep abscess, similar to the 
differentiation between folliculitis and furuncle. 

|| A very readable and thought-provoking article 
concerning “determinants of disease” was published 
by Dubos (Dubos, R. J.: The Gold-Headed Cane 
in the Laboratory, Pub. Health Rep. 69:365-371 
[April] 1954). 
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fluctuating lesion is dome-shaped rather than 
conical, and spontaneous rupture or lancing 
produces a rather liquid pus without necrotic 
plug. The tendency of deep nodules to be- 
come super<cial and to discharge true pus 
should differentiate them from the other en- 
tities named. Tuberculosis and syphilitic 
gummas which Howard Fox mentioned in 
differential diagnosis should be ruled out 
by the usual means. 

' It appears almost certain that sweat gland 
abscesses in infants and children would be 
diagnosed more frequently if the above-men- 
tioned criteria were kept in mind. Although 
modern management of infection may reduce 
the practical importance of differentiating 
between follicular and hidradenitic abscesses, 
correct diagnosis of pathogenetically distinct 
lesions still remains the pride of the derma- 
tologist. It is with this thought in mind that 
this study of a well-defined, but little pub- 
licized entity is presented. 


° 


SUMMARY 


Two cases of multiple sweat gland ab- 
scesses of infants are reported in some detail, 
and the literature is reviewed because no 
previous original articles were found in the 
American dermatologic literature. Clinical 
photographs and photomicrographs are pre- 
sented. Bacteriological sensitivity tests to 
several antibiotics were done, but these anti- 
biotics were of limited value and were not 
curative. Both cases occurred in somewhat 
older children who were well nourished, 
whereas most reported cases were in poorly 
nourished infants. Differential diagnosis is 
discussed. 
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News and Comment 


ANNOUNCEMENTS 


Scientific Exhibits, American Academy of Dermatology.—Applications are now being 
received for space for Scientific Exhibits at the American Academy of Dermatology meeting at 
the Palmer House, Chicago, in December, 1955. 

Awards of $100.00 and $50.00 will be given for the best exhibits in each of the following 
categories: I, Original Investigation; II. Teaching Value; III. Historical. 

Address all correspondence before the deadline of June 1, 1955, to Dr. Stanley E. Huff, 
Director of Scientific Exhibits, 636 Church St., Evanston, Iil. 


Earl D. Osborne Fellowship in Dermal Pathology.—This fellowship, sponsored by the 
American Academy of Dermatology and Syphilology, is to provide annually the opportunity for 
study and training in dermal pathology to a postgraduate student who has completed satisfactorily 
at least one year or preferably two years of training in dermatology. The stipend is $4,000 a 
year, divided into four quarterly payments during the year’s fellowship. The period of training 
will be spent at the Armed Forces Institute of Pathology, Washington, D. C., the appointment 
being subject to approval by the director of the Institute. The American Board of Dermatology 
and Syphilology, Inc., has approved the Institute as an institution for one year of training. 

It must be emphasized, however, that a student must complete one year of graduate training, 
either before or after completion of the Osborne Fellowship, in an institution approved by the 
Board for three years of training. The primary purpose of the Osborne Fellowship is to train 
dermatologists in dermal pathology. The large amount of material in dermal pathology on hand 
at the Institute will be available for study, and original research may be pursued under the 
direction of the chief of the dermal pathology section of the Institute. 

Dermatologists in training who are interested in this fellowship may obtain application blanks 
from Dr. Hamilton Montgomery, chairman of the Committee on Pathology of the American 
Academy of Dermatology and Syphilology, 200 First St. S.W., Rochester, Minn. The next 
available appointment begins July 1, 1955. 


Congress of Wax Modellers and Scientific Photographers.—In the summer of 1955 a 
meeting of moulage makers and scientific photographers will take place at the hospital in Frei- 
burg i/Br., Germany. Lectures and discussions on the technic of wax modelling and photography 
will be held. 

For further information write to the Director of the Universitats-Hautklinik: Prof. Dr. A. 


Stiihmer, Hauptstrasse 7, Freiburg i/Br., Germany. 
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PSEUDOXANTHOMA ELASTICUM 


Review of Its Relationship to Internal Diseases and Report of an Unusual Case 


FREDERICK J. SZYMANSKI, M.D. 
and 
MARCUS R. CARO, M.D., Chicago 


MUNN UT 


ISEASES of the skin are often a win- 
dow through which light may be shed 
on some underlying internal disease. The 
cutaneous lesions may point the finger at 
their counterparts that lie more deeply. In 
addition, the histopathologic examination of 
the cutaneous lesions, using all of the many 
techniques at our command, may give valu- 
able information about the actual pathologic 
changes responsible for the systemic disease. 
This is particularly true of pseudoxanthoma 
elasticum. For much too long this dermatosis 
was considered to be an innocuous cosmetic 
defect. It is only in recent years that pseudo- 
xanthoma elasticum has come to be recog- 
nized as merely the cutaneous manifestation 
of a widespread disorder of the elastic tissue. 
Identical degenerative changes in the elastic 
tissue of other organs are believed to be re- 
sponsible for disease processes of potentially 
serious importance. 

Pseudoxanthoma elasticum is a rare dis- 
ease. The lesions are generally located on 
the sides of the neck, the shoulders and the 
axillae, and less frequently on the abdomen, 
the groins, and in the mouth, The surface 
skin of the affected sites is peculiarly mottled 
by numerous pinhead- to split-pea-sized yel- 
lowish round papules, and the involved 
patches often resemble the skin of a plucked 
chicken. In most cases the affected skin is 
peculiarly relaxed and it may hang in folds. 
In many instances there is a familial history. 


From the Department of Dermatology and 
Syphilology, University of [Illinois College of 
Medicine (Service of F. E. Senear, M.D.). 

Read before the Section on Dermatology and 
Syphilology at the 103rd Annual Meeting of the 
American Medical Association, San Francisco, 
June 25, 1954. 
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The histopathological changes are diag- 
nostic. In a wide band extending across the 
midcorium, there are thickened, fragmented, | 
and curled elastic fibers, which stain purplish 
red with hematoxylin-eosin. Changes in the 
collagen are minimal, and there is no merging 
of the elastic and collagen tissues. Stains for 
fats and lipids are negative, and xanthoma 
cells are not demonstrable. It has been 
claimed? that pseudoxanthoma elasticum is 
a degenerative disease of collagen tissue and 
not of elastic fibers, but this contention is 
not generally accepted. The experiments of 
Findlay ? with elastase add further evidence 
to the belief that pseudoxanthoma elasticum 
is a degeneration of elastic tissue. Sections 
from a case of pseudoxanthoma elasticum 
were exposed to elastase, an elastolytic fac- 
tor obtained from bovine pancreas. Normal 
elastic tissue and the degenerated elastic fibers 
were dissolved by elastase, while the collagen 
was not affected. Calcium has been demon- 
strated in the altered elastic fibers by Fin- 
nerud and Nomland,’® using histochemical 
methods, microincineration, and the applica- 
tion of von Kossa’s silver stain. 

Balzer,* who described the first case in 
1884, noted the alteration of elastic tissue 
in the middle of the cutis, but he was so 
influenced by the yellow color seen clinically 
that he classified the condition as an atypical 
xanthoma. In 1896 Darier ° studied the dam- 
age to the elastic tissue in the skin of two 
cases and, believing this condition to be a 
distinct disease, he coined the term pseudo- 
xanthoma elasticum, In 1929 Grdnblad® 
discovered both pseudoxanthoma elasticum 
and angioid streaks of the retina in three 
cases, and since then this association has 
been reported in hundreds of cases. It is 
now a well-established fact that angioid 
streaks are produced by an alteration of elas- 
tic tissue of Bruch’s membrane of the eye. 

) | 
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SYSTEMIC EFFECTS 


The systemic effects associated with pseu- 
doxanthoma elasticum will be described un- 
der separate headings according to the tissues 
and organs involved. 

Vascular System.—The elastic tissue dam- 
age characteristic of this disease seems to 
involve the walls of the blood vessels more 
than any other tissue. Changes appear in 
arteries long before the age when athero- 
sclerosis usually begins. Microscopically 
atherosclerosis can be differentiated quite 
readily from the vessel changes of pseudo- 
xanthoma elasticum. Atherosclerosis origi- 
nates in the intima with a deposition of fat, 
whereas elastic degeneration is located in the 
media of arteries with secondary deposition 
of calcium and no fats. Arteries showing 
elastic damage may be found in apparently 
normal tissues. This was demonstrated in 
the noninvolved skin * in a patient with pseu- 
doxanthoma elasticum. 

Aneurysm and dilatation of the large 
arteries, especially the aorta, have been pro- 
duced by the elastic tissue damage. 

Deposition of calcium, a common sequela 
of elastic damage, has been noted micro- 
scopically and roentgenographically in the 
aorta and in vessels of the extremities in 
persons as young as 14 years.’ 

Hypertension and pseudoxanthoma elas- 
ticum have been partners too often for this 
association to be considered merely coinci- 
dental.* Systolic readings of over 200 with 
a diastolic pressure over 100 mm. of mercury 
have often been observed. In a few of the 
patients with pseudoxanthoma elasticum, 
apoplexy and cardiac decompensation have 
occurred, and these have been attributed to 
the hypertension. 

Disintegration of the elastic tissue in arter- 
ies and arterioles tends to weaken the walls 
of such vessels, and subsequent hemorrhage 
from various organs, such as the nose, stom- 
ach, intestines, bladder, and uterus, has been 
a frequent complication. The bleeding has 
been so severe at times as to be fatal.** Pur- 
pura was noted in the skin of the extremities 


* References 8, 13, 14, 15, and 16. 


of a 42-year-old man with pseudoxanthoma 
elasticum, and angioid streaks by O. H. 
Foerster,?* and there was also a history of 
repeated retinal hemorrhages. Bleeding time, 
coagulation time, and platelet count were nor- 
mal. The bleeding into the skin may or may 
not be related to the pseudoxanthoma elas- 
ticum, but a relationship should be suspected 
when one considers how frequently hemor- 
rhage occurs in conjunction with pseudo- 
xanthoma elasticum. 

Osseous System.—It may seem far-fetched 
to mention the osseous system in connection 
with a discussion of elastic tissue alteration. 
Neverthless, Terry *” noted the coexistence 
of osteitis deformans and angioid streaks in 
four cases. Furthermore, of the 106 cases 
of angioid streaks reported in the literature, 
9 also had Paget’s disease of the bone. Terry 
was unable to find a case of pseudoxanthoma 
elasticum in combination with osteitis defor- 
mans, but Woodcock 2* presented before the 
Cleveland Dermatological Society a case of 
pseudoxanthoma elasticum with angioid 
streaks and osteitis deformans. A white man, 
aged 54, demonstrated extreme kyphosis, 
marked enlargement of the head, and dorsal 
and anterior bowing of both legs. Roentgeno- 
logic examination of the bones revealed char- 
acteristic Paget’s disease. Angioid streaks 
were present bilaterally, and pseudoxanthoma 
elasticum was quite evident in both axillae. 

The coexistence of two such rare condi- 
tions as angioid streaks and osteitis defor- 
mans in a sufficient number of cases suggests 
that they may be local manifestations of a 
single systemic disease. Recent studies have 
shown an increased blood flow in the bones 
in widespread osteitis deformans. Investiga- 
tions by Storsteen and Janes ** indicate that 
multiple small arteriovenous fistulas are prob- 
ably present in Paget’s disease of bone. It 
is possible that the arteriovenous fistulas 
can be produced by the same type of elastic 
degeneration seen in angioid streaks and 
pseudoxanthoma elasticum. 

Brain.—The brain itself is never involved 
in the pseudoxanthoma elasticum, but symp- 
toms referable to the central nervous system 
may develop from changes in the cerebral 
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blood vessels. Psychoses and strokes with 
hemiplegia and hemiparesis have been re- 
ported in combination with pseudoxanthoma 
elasticum, but we have no evidence to sub- 
stantiate claims that elastic tissue degenera- 
tion is completely responsible. Urbach and 
Wolfram? report the case of a 44-year-old 
man with pseudoxanthoma elasticum and 
angioid streaks who suffered with pares- 
thesia in the right arm, recurring spells of 
blindness, and vomiting combined with head- 
ache. Four days before his death of a cere- 
bral accident, he was, hospitalized with a 
Korsikoff-like psychosis. At autopsy the 
vessels of the brain showed arteriosclerosis, 
with only slight elastic tissue alteration. It 
is probable that the arteriosclerosis was re- 
sponsible for the cerebral manifestations in 
this case. 

Holm ® describes a 39-year-old man with 
typical skin and eye changes, who gave a 
history of severe hematuria at the age of 25. 
He died shortly after of apoplexy and left- 
sided paresis due, according to the author, 
to cerebral hemorrhage. Unfortunately a 
postmortem examination was not performed. 

J. M. Dixon ® studied the case of a 29- 
year-old Negro woman with pseudoxanthoma 
elasticum.and angioid. streaks, who com- 
plained of. right-sided headache and ptosis 
of the right eyelids that had appeared sud- 
denly a few days previously. Sixteen days 
after the onset she developed total paralysis 
of the right oculomotor and abducens nerves. 
An angiogram demonstrated an aneurysm 
at the upper end of the right internal carotid 
artery at the point of its entrance into the 
cranial cavity. Surgical intervention pro- 
duced immediate relief. 

Evyes——Angioid streaks do not in them- 
selves produce any ocular symptoms. How- 
ever, they are frequently associated with 
hemorrhage, exudative choroidal masses, and 
areas of choroidal atrophy which are respon- 
sible for disturbances in vision, at times quite 
severe and serious. 

Nose.—Recurrent and severe epitaxis were 
present in two of Carlborg’s cases.** 

Lungs.—Elastic degeneration between pul- 
monary alveoli was found at autopsy in Bal- 
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zer’s original case.* Apparently elastic degen- 
eration of the lung has little effect on the 
patient, and the only finding described in 
the literature is a miliary mottling of the 
left lung field evident upon x-ray examina- 
tion of the chest of a boy 14 years old with 
localized and systemic manifestations of pseu- 
doxanthoma elasticum. The authors ** had 
trouble accounting for these miliary opacities, 
and they suggested that degeneration of elas- 
tic tissue of the interalveolar septa and of the 
small pulmonary vessels may lead to mul- 
tiple small hemorrhages into the alveoli. The 
x-ray findings may be produced by deposits 
of hemosiderin. 

Heart.—Symptoms and signs referable to 
the heart are quite common in pseudoxan- 
thoma elasticum. Dyspnea on exertion was 
a frequent complaint in the reported cases. 
Hypertrophy of the left ventricle was found 
on roentgenologic studies during life, and 
postmortem examination of the heart veri- 
fied this finding in a few instances. 

Chest pains in the region of the heart 
resembling angina pectoris have been ob- 
served. Occasionally the pain has radiated 
down the left arm. Involvement of elastic 
tissue of the coronary artery, demonstrated 
at autopsy, could possibly explain the chest 
pain. 

Yellowish-white patches have been found 
on the endocardium and pericardium of two 
cases at autopsy.f Histologic examination 
showed changes in the elastic tissue within 
the plaques on the surface of the heart iden- 
tical with those seen in the skin. 

Gastrointestinal Tract —Hemorrhage from 
the gastrointestinal tract is the one symptom 
that occurs with greater frequency than any 
other. Hemorrhage, often massive and sud- 
den in onset, originates in the stomach and 
resembles the hemorrhage of a peptic ulcer. 
However, clinical symptoms suggestive of an 
ulcer are absent, and roentgenologic exam- 
ination fails to reveal a gastric or duodenal 
ulcer. The loss of blood can be so severe and 
so frequent that gastrectomy may be neces- 
sary to obviate further trouble. Hemorrhage 


+ References 4 and 19. 
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from the small intestines has also been ob- 
served, but not as often as from the stomach. 

Pelvic Organs.—Massive uterine hemor- 
rhages occur occasionally in conjunction with 
pseudoxanthoma elasticum. Hematuria has 
been noted also. Pseudoxanthoma elasticum 
has also been reported involving the mucous 
surface of the vagina and rectum."* 

Extremities—Involvement of the vessels 
of the extremities produces a number of 
symptoms and signs. Intermittent claudica- 
tion is probably the one complaint pertaining 
to the legs mentioned most often.t Hands 
and feet often feel chilly and they are sensi- 
tive to cold. The radial pulse becomes weak 
or absent. In 14 out of 15 cases Carlborg ** 
had difficulty in palpating the pulse of the 
dorsalis pedis and the anterior tibial arteries. 
X-ray examination of the extremities often 
reveals calcification of the arteries of the 
forearm, thigh, and legs. 

Endocrine System—No one would imply 
that a degeneration of elastic tissue could 
result in hyperthyroidism, but it is interest- 
ing to note that thyrotoxicosis has been re- 
ported in association with pseudoxanthoma 
elasticum in three cases.§ This combination 
may be nothing more than a coincidence, but 
it is significant that elastic tissue damage 
was discernible microscopically in a toxic 
thyroid gland removed surgically."* 

Elastic degeneration has been found in 
the pancreatic blood vessels at autopsy of a 
patient with pseudoxanthoma elasticum *° in 
whom there had been nothing to suggest 
pancreatic disease during life. Clay *° re- 
ported one case of diabetes mellitus among 
his eight cases of pseudoxanthoma elasticum 
and angioid streaks. Sugg and Stetson** men- 
tioned two cases of pseudoxanthoma elas- 
ticum with angioid streaks in sisters, both 
having diabetes mellitus. However, the au- 
thors felt that an insufficient number of cases 
of diabetes mellitus in combination with pseu- 
doxanthoma elasticum have been reported 
to be of much significance. 


References 12, 13, and 16. 
§ References 1, 10, and 11. 


Hannay * informs us of a bizarre case in 
a 52-year-old woman, who had pseudoxan- 
thoma elasticum, eye changes, thyrotoxicosis, 
and diabetes insipidus. This is probably the 
only case of diabetes insipidus associated 
with pseudoxanthoma in medical literature. 
Whether or not diabetes insipidus is related 
to pseudoxanthoma elasticum is impossible 
to answer without further evidence. 


REPORT OF CASE 


D. T., a 75-year-old obese Cuban woman, with 
a moderately severe kyphoscoliosis, was first seen 
in the dermatology clinic of the University of 
Illinois Research and Education Hospital on June 
16, 1953. She demonstrated an asymptomatic lesion 
located on the abdomen which had been present for 
two years. The patient had an umbilical hernia 
for many years, for which a special corset was made 
four years ago. Two years after she began wear- 
ing the corset she first noticed the lesion on the 
abdomen, and this has not changed in appearance 


Fig. 1—A _ close-up photograph shows the 
atrophic depressed striae with many intervening 
discrete papules. 


or size since its discovery. No other member of 
the family has any skin disorder, and that includes 
eight living children. 

The patient has been treated for “high blood 
pressure” for the past four years. She was also 
troubled with frequent severe headaches and dizzy 
spells lasting for three to four minutes. On Sept. 
7, 1953, she had a stroke resulting in left-sided 
paralysis. 

Examination of the skin showed an irregular, 
sharply circumscribed, crescent-shaped reticulated 
patch on a very obese abdomen immediately above 
a protruding herniated navel. The lesion was ap- 
proximately. 5 by 3 cm. in size, consisting of a 
network of light brown, atrophic, and depressed 
striae, among which lay many yellowish split-pea- 
sized globular papules (Fig. 1). There were no 
other cutaneous lesions. 
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An ophthalmological examination revealed 20/200 
vision in the right eye and 20/100 in the left eye. 
An arcus senilis was easily seen. Pupils were round 
and equal, and both reacted to light and in accom- 
modation. Funduscopic examination showed well- 
defined discs; vessel ratio was normal, and there 
were no angioid streaks. The heart was -enlarged, 
and a systolic murmur was heard at the aortic 
area. The blood pressure was 220/120. 


An electrocardiogram showed changes consistent 
with left ventricular hypertrophy. 

Roentgenographic examination of the chest 
showed both lung fields to be clear. The heart 
appeared enlarged in its transverse diameter. The 
aorta was markedly tortuous. There was also evi- 
dence of calcification in the aortic knob. An in- 
cidental finding. was a degenerative disease of the 
dorsal spine resulting in kyphosis. A complete 
blood count and urinalysis were within normal 
limits. 

A biopsy was performed on the abdominal patch 
(Fig. 2). Histologic sections stained with hematoxy- 
lin-eosin showed a normal epidermis and a zone of 
normal connective tissue beneath the epidermis. 
Throughout the midcorium there was a fairly well 
demarcated horizontal band of basophilic, thickened, 
and fragmented elastic fibers showing fine granu- 
lar degeneration. Weigert stain for elastic tissue 


Fig. 2——Fragmented, degenerated and thickened 
elastic fibers are visible in a band traversing the 
midcorium. Hematoxylin-eosin stain; reduced 2/5 
from mag. x 100. 
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Fig. 3.—Calcium, which is stained black by the 
silver, is deposited within the degenerated elastic 
tissue in the midcorium. von Kossa’s silver stain; 
reduced 2/5 from mag. x 100. 


made. the degenerated elastic fibers more promi- 
nent. A von Kossa silver stain demonstrated the 
presence of calcium within the degenerated elastic 
fibers (Fig. 3). The histopathologic findings were 
diagnostic of pseudoxanthoma elasticum. 


COMMENTS 


The lesion on the abdomen of our patient 
is unusual in many respects. Certain features, 
such as the onset late in life, the history of 
trauma, the unusual appearance, the local- 
ization on the abdomen without involvement 
elsewhere on the skin, and the absence of 
angioid streaks, suggest that the elastic tis- 
sue degeneration is in reality a localized proc- 
ess. However, we must remember that our 
patient also has hypertension, hypertrophy of 
the heart, a tortuous calcified aorta, and a 
kyphoscoliosis, all of which may be systemic 
manifestations of pseudoxanthoma elasticum. 
Is this a rare form of localized elastic damage 
produced by the trauma of a tight corset, with 
the systemic symptoms caused independently 
by the arteriosclerosis present? It is, never- 
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theless, possible that we are dealing with a 
generalized disease of the elastic tissue that 
produced systemic effects and that was long 
latent in the skin, finally making its cutaneous 
appearance late in life after trauma. Examina- 
tion of other organs will be necessary before 
these questions can have a final solution. 

Benedict and Montgomery *? reported a 
case that is similar to ours in a few respects. 
A Greek laborer, 48 years old, noticed a 
yellowish lesion developing about the belt 
line one year before examination. The lesicn 
was attributed to his wearing a tight belt 
during childhood. However, the eruption was 
not limited entirely to this area. Angioid 
streaks were absent. 


SUMMARY 


Pseudoxanthoma elasticum is not a simple 
disease limited to the skin. It is merely the 
cutaneous manifestation of a systemic dis- 
ease involving elastic tissue. 

Cardiac and vascular localization of elas- 
tic tissue damage, similar to that found in 
the skin, is believed to be responsible for the 
development of hypertension, cardiac de- 
compensation, apoplexy, gastrointestinal 
hemorrhage, intermittent claudication, and a 
number of other internal medical conditions. 

Paget’s disease of bone coexists with angi- 
oid streaks often enough to indicate that 
they are manifestations of one systemic dis- 
ease. Pseudoxanthoma elasticum has been 
observed in combination with osteitis de- 
formans in one case. 


Hyperthyroidism, diabetes mellitus, and 
diabetes insipidus have been reported in cases 
of pseudoxanthoma elasticum, but convincing 
evidence is lacking that these endocrine dis- 
eases are manifestations of a systemic elastic 
tissue disorder. 

An atypical case with diagnostic histo- 
pathologic features is presented. 


55 E. Washington St. (2). 
25 E. Washington St. (2). 
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WIDE variety of chemicals are now 

known to be capable of releasing hista- 
mine from the skin without producing any 
evidence of cell damage. These agents in- 
clude morphine, codeine, 5-hydroxytrypta- 
mine (Serotonin), stilbamidine, and most 
potent of all, 48-80.1 A single molecule of 
this last compound has the astounding prop- 
erty of being able to liberate 30 molecules 
of histamine. Chemically, 48-80 is a complex 
amine, a condensation product of p-meth- 
oxyphenylethyl-methylamine and formalde- 
hyde. It is probably a mixture of the dimer, 
trimer, and tetramer : 
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When given intradermally in man it produces 
the typical response seen after. histamine in- 
jection: wheal, flare, and a mixture of pru- 
ritus and pain. 

During the course of experimental studies 
on the effect of 48-80 * on man,? an allergic 
state developed in one of the subjects. This is 
reported here because of the unique nature of 
the pharmacologic action of the allergen. 
Study, both clinical and histologic, did not 
reveal that the allergic reaction to a histamine 





From. the Departments of Physiology. and 
Dermatology, School of Medicine, and Department 
of Dermatology, Graduate School of Medicine, Uni- 
versity of Pennsylvania. 

* Supplied by Burroughs-Welleome Research 
Laboratories, Tuckahoe, N. Y. 
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liberator could be distinguished from the 
reaction seen to compounds possessing no 
specific pharmacologic properties. 


REPORT OF A CASE 


F. B. B., a 40-year old white man in good health, 
was initially exposed to 48-80 on Dec. 1, 1953, when 
he received an intradermal injection of 7 mg. (0.2 
ml. of a 3.5% aqueous solution) of 48-80 on the 
volar side of the left forearm. A marked local 
histaminic reaction was seen, with pain, pruritus, 
erythema, and whealing. During the next four days, 
repeated injections were made in the same area, 
with a continued lowering of the visible skin re- 
sponse, presumably due to a local histamine de- 
pletion.? : 

In the middle of January, 1954, the subject de- 
veloped a tender inflammatory nodule at the site cf 
these injections. No injection had been given for 
one month prior to the appearance of this nodule. 
The nodule, which has persisted for over six months, 
measuring 1.5 cm. in diameter, was fibrotic at first. 
Later it became cystic and fluctuant (Fig. 1). No 
treatment has been given. There is at present evi- 
dence of a gradual spontaneous involution of this 
lesion. 

After the appearance of the inflammatory nodule, 
injection experiments were discontinued and the 
drug was introduced into the skin by iontophoresis 
(circular electrodes). In each instance the ionto- 
phoretically treated area developed a sharply cir- 
cumscribed eczematous reaction, with erythema, 
papules, and vesicles (Fig. 1). Later exposures 
resulted not only in local reaction but also in a 
recrudescence of dermatitis in the previously treated 
sites. The responses in the old sites were of lower 
degree than in the new site. The inflammatory 
nodule also partook in these flares, at one time de- 
veloping vesiculation in the overlying epidermis. A 
flare-up in any of the areas of eczematous reaction 
could also be initiated by ultraviolet light exposure. 

At no time did the presence of an eczematous re- 
action interfere with pharmacologic action of the 
drug. 

The subject was patch-tested on June 22, 1954 
(back, closed adhesive tape, 48 hours) to the fol- 
lowing: 

1. Pyrethrum powder 

2. D. D. T. (chlorophenothane) 5% in olive oil 

3. Resorcinol 2% in petrolatum (U. S. P., 

yellow) 
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Fig. 1—Dermatitis due to allergic reaction to 
48-80 (Volar forearm, F. B. B., April 30, 1954). A 


. is tender inflammatory nodule which arose as result 


of injections of 3.5% aqueous solution of 48-80 in 
this site five months previously. B is the eczematous 
response seen after the iontophoretic introduction 
of 48-80. Note the reaction is sharply localized to 
the exact size of the electrode. C is a triple-ring 
area of dermatitis at the sites of previously applied 
48-80 which recrudesced at the time of application 
of compound at site B. Both site B and site C had 
completely healed by June, 1954, although the nodu- 
lar reaction (A) is still present (August, 1954). 


4. KI 10% in petrolatum 
5. Linseed oil 
6. Mercury bichloride 1: 1,000 in petrolatum 
7. Quinine sulfate 25% in petrolatum 
8. Formaldehyde 5% in petrolatum 
9. Sodium arsenate 10% in petrolatum 

10. Turpentine 50% in olive oil 

11. p-phenylenediamine 2% in petrolatum 

12. Petrolatum 

13. CuSO, 5% in petrolatum 

14. Ethyl aminobenzoate (Benzocaine) 5% in 

petrolatum 

15. Dichloricide 5% in petrolatum 

16. Nickel chloride 5% in petrolatum 

17. Histamine phosphate, 1: 1,000, aqueous 

18. 48-80, 3.5%, aqueous 

With the exception of that with 48-80, all of the 
tests were negative. The 48-80 patch test site showed 
marked local urticaria and vesiculation. It was read 
as a 3+ reaction. There was no flare-up in the 
dermatitis of the arms. Control patch tests to 48-80 
were negative in three normal subjects. It is inter- 
esting from the standpoint of specificity to note 
that in our patient there was no cross sensitization 
to formaldehyde or to diamines (p-phenylenediamine 
and histamine). 

A 6 mm. punch biopsy was taken of the patch 
test site at the time of the reading. Histologic 
Study revealed epidermal vesiculation and a picture 


consistent with the usual allergic contact dermatitis 
(Fig. 2). 





No intradermal tests were done on F. B. B., but 
in four control subjects 48-80 could -be injected 
without other than the immediate histaminic re- 
sponse. No delayed nodular reactions were seen to 
develop. 

COMMENT 


Although no previous reports of sensiti- 
zation to 48-80 are in the literature, Roth- 
man * predicted that the histamine liberators 
“are likely to sensitize the skin and elicit 
allergic reactions.” He based this assump- 
tion upon the chemical structure of the 
group.T 
SUMMARY 

A case is reported in which cutaneous al- 
lergic reactions developed following the in- 
tradermal as well as iontophoretic introduc- 
tion of a new histamine-releasing drug, 48- 
80. The unique pharmacologic action of this 
drug had no discernible effect on the course 
or nature of the allergic reaction, nor did the 
allergic state interfere with the pharmaco- 
logic response. 





+ Rothman, S.: Personal communication to the 
authors. 
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Fig. 2.—Histologic pattern seen in epidermis of 
patch-test site. Aqueous 48-80 (3.5%) had been ap- 
plied under tape dressing to this area 48 hours 
before biopsy. Note typical intradermal vesiculation 
of a contact dermatitis; reduced 50% from mag. 
x 215. 



































































TRENDS IN SCABIES 
ERVIN EPSTEIN, M.D., Oakland, Calif. 
TUN 


HE INCIDENCE of most dermatoses 

has varied at different times in history. 
Since 1687, when scabies was separated from 
the group of eczemas, this infestation has 
ranked third to fifth-in practically every 
study comparing the incidence of dermatoses. 
This was true all over the world. It has had 
its fluctuations, being commoner during war- 
time and decreasing in frequency in periods 
of peace. However, it has always been com- 
mon enough to richly merit the name of “the 
itch.” 

Personal experience during the past few 
years lead to the conclusion that this disease 
was becoming rare. Therefore, the records 
in my office from 1937 to 1953 were re- 
viewed. The results are presented in tabular 
form in Table 1 and graphically in Figure 1. 
These demonstrate a remarkable decrease in 
incidence when compared with normal times 
as well as with the period of World War II 
and the immediate postwar era. 

A questionnaire on the subject was sent 
all over the world. In the United States, 
only two dermatologists, both in New York 
City, felt that the decrease was not more than 
they had witnessed at any time during their 
careers. Traub had the misfortune to en- 
counter 150 to 250 patients with scabies in a 


TABLE 1.—Incidence of Scabies in My Private 
Practice, Based on Percentage of 








New Patients 
Incidence Incidence 

Year % Year % 
WIS oiaes exes 2.5 WB 8.2 
IOS... ss Civee 44 AOR ics aces 4.2 
2. eee 3.6 TOMB. oe sce gdics 2.6 
ge 2.5 TOD vessisves 11 
pL OER 3.3 5 OO 0.95 
BOR coin vase. 3.7 WOR iss céveves 0.45 
ERE 3.3 Eee 0.40 
caer ee 4.5 pO 0.15 
OED. idsnsic 5.4 








From the Department of Dermatology, Mount 
Zion Hospital, San Francisco. 
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Fig. 1—Incidence of scabies in private practice 
from 1937 to 1953 expressed in percentage of new 
patients. 


single hospital within a period of 6 months— 
a veritable epidemic. Miller was unwilling to 
concede that the infestation was less than 
that seen during other interwar years. How- 
ever, 12 other dermatologists practicing in 
New York City agreed that scabies had be- 
come a rarity or even practically nonexistent. 

Pardo-Castello in Havana and Fonseca in 
Rio de Janiero were unimpressed also with 
the fall in incidence. On the other hand, every 
other dermatologist replying to the question- 
naire noticed this decreased incidence. 

All in all, 105 replies were received from 
27 states in addition to 35 answers from var- 
ious points outside the United States. Many 
of the correspondents offered detailed infor- 
mation, others gave impressions only. 

The replies to the questionnaire could not 
be summarized. However, a sampling of the 
returns can be gathered from these quota- 
tions. “Cases” refer to patients with scabies. 
Sams. (Miami, Fla.) : “51 cases in 1938, 168 
in 1946, 4 in 1951, none in 1952, 2 in 1953.” 
Dalton (Indianapolis) : “One case in office 
in past three years; difficult to find case in 
clinic to demonstrate to students.” Shaffer 
(Detroit): “So rare that it is difficult to 
maintain index of suspicion.” Laymon (Min- 
neapolis) : “In past five years .. . in approxi- 
mately 10,000 new cases . . . 36 cases of 
scabies.” Combes (New York) : “2 in last 3 
years; 10 years ago saw over 100 cases of 
scabies annually.” Elliott (Charlotte, N. C.): 
“In 1948 had 73 cases, in 1953 had 8 cases.” 
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Wright (Philadelphia): “Five in office in 
1953 in about 3,000 new patients.” Ronchese 
(Providence, R. I., from private practice and 
two hospitals): “114 cases in 1947, 7 in 
1953.” Fox (Dallas, Texas): “1932-1933 
had 76 cases, 109 in 1946, 1 in 1953.” Pipkin 
(San Antonio, Texas) : “Two cases in past 
two years; used to see 20 or 30 a month.” 
Seale (Houston, Texas): “5 cases out of 
4,000 new patients in 1953.” Shelmire (Dal- 
las, Texas): “1 case in past 5 years (about 
25,000 patients).” Foerster (Milwaukee) : 
“78 in 1946, 6 in 1953.” Arnold (Honolulu) : 
“113 cases in 1947, 6 in 1953.” Riehl (Vi- 
enna) : “Needed a special scabies ward until 
1952, none now. Had 10,405 cases in 1946, 
36 in 1953.” Haxthausen (Copenhagen) : 
“In 1935 had 3,452 cases, 1945 had 20,998 
cases, in 1953 had 1,932.” Marchionini (Mu- 
nich) : “In 1948 was 20.5% of new cases but 
in 1953 was only 0.64%.” Peterkin (Edin- 
burgh) : “At Royal Infirmary had 209 cases 
in 1934, 859 in 1941 and 31 in 1953.” Hel- 
lerstrom (Stockholm) : “863 in 1935, 7,664 
in 1943, 567 in 1953.” Lutz (Basel) : “318 
cases in 1911, 721 in 1920, 1,156 in 1946 and 
33 in 1953.” Matsumoto (Kyoto): “6.7% 
in 1943, 44.8% in 1946, 0.0398% in 1953.” 

The experiences in private practice were 
typified by the figures given in Table 1. Re- 
ports from most of the large clinics also 
showed a paucity of scabies corresponding 
to that seen in private practice. These clinics 
included the University of Virginia (70% 
Negroes), Los Angeles County Hospital 
(large Mexican and Negro clientele), Army 
Hospitals, Navy Hospitals, Cook County 


Fig. 2—Incidence of scabies in the United States 
Army by area and year. 
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TABLE 2.—Admission Rates for Scabies in the 
United States Army by Area and Year, 
1918-1953 








Annual Rate per 1,000 Mean Strength 
United Over- 





States seas 

3.36 10,73 

18.33 14.92 

19.14 12.30 

11.32 7.15 

9.72 4.45 

9.29 3.52 

10.99 3.68 

7.06 1.98 

4.37 1.93 

4.72 2.04 

4.77 1.82 

6.08 2.92 

i 6.85 1.97 

. 6.64 2.52 

4 7.96 3.41 

- 9.99 3.23 

8 9.50 4.38 

BODO aaadké Cia oP aonk 5.47 7.50 2.28 
NG 6 chi dete sedcinen de 4.86 6.42 2.33 
WOOF as c64s Ceccvavcsegins 4.70 5.59 3.55 
TORS c dick ce ca ebae ven 3.93 4.99 2.16 
MG ca Ar sicctaey sb unseae 3.04 3.94 1.31 
BOcicescorthecetenenesa 3.55 4.18 2.12 
Dt Rodi Sa ey ere yy yer epee 2.25 2.52 1.17 
BO ievspccuncicesickane 2.32 2.38 2.08 
WANs Sonttcsveviettores 2.65 2.59 2.84 
WG. cp i ceseeuscabeses 3.37 3.65 3.08 
1945 6.30 7.60 5.48 
9.79 8.23 11.71 

7.23 4,11 10.68 

3.62 2.03 6.06 

2.43 1,29 4.37 

2.38 0.55 5.12 

1.02 0.41 2.00 

0.98 0.47 1.58 

0.47 0.17 0.78 








Hospital, New York Skin and Cancer Hos- 
pital, Bellevue Hospital, Vanderbilt Clinic, 
etc. 

Army personnel is scattered all over the 
world, and to some extent the infections 
in the Army mirror the infection pattern of 
the civilian environment. Exceptions to this 
include those contagious diseases prevented 
by prophylactic inoculations such as small- 
pox, typhoid fever, cholera, etc. Therefore 
the figures presented in Table 2, showing 
the Army experience with scabies from 
1918 to 1953, are of interest. The findings of 
the total Army, installations in the United 
States and overseas posts, show clearly the 
same trend as that reported by private phy- 
sicians and clinics in this survey. These find- 
ings are presented graphically in Figure 2. 
It might be noted that until 1945 the inci- 


193 









































dence in the Army has been lower overseas 
than in this country.* 

From the figures gathered in this survey, 
it is clear that the present incidence of sca- 
bies is much lower than would have been 
predicted from past experiences. Compared 
with 15 years ago, the itch is merely a shadow 
of its former self. This is particularly impres- 
sive since the United States has been en- 
gaged in a major conflict in Korea for nearly 
four years. Men have been returned con- 
stantly from the combat area on a rotation 
program. Yet the incidence of scabies has 
been decreasing steadily. 


REASONS FOR DISAPPEARANCE OF SCABIES 


The questionnaire also requested reasons 
for the decreased frequency of this infesta- 
tion. Unfortunately, history has demon- 
strated repeatedly that scientific facts cannot 
be established by the vote of scientists or 
clinicians. However, the suggestions made 
by the cooperating dermatologists are of 
interest. 

“Don’t Know.”—Fourteen of the contrib- 
utors humbly replied that they did not know 
the reason for the decrease in scabies. To 
preface this portion of the discussion, the 
essayist is in agreement with this concept. 
Forty-nine ignored the question completely. 
Others made various suggestions but in con- 
clusion stated that they were unaware of a 





* The Army figures were supplied by Eugene L. 
Hamilton, Chief of the Medical Statistics Division 
in the Office of the Surgeon General. According to 
Williams, these figures have certain limitations. In 
the first place, up to 1948, the figures include only 
those cases in which scabies was the primary diag- 
nosis. After this time, the statistics include not only 
those with a main diagnosis of scabies but also those 
in which this infestation was a complication or inci- 
dental finding. Therefore the reported decreased 
incidence after 1948 is even greater than indicated at 
first glance. Through June, 1949, the figures also 
included the Air Force. Statistics for 1918 through 
1940 are based on reports of the Army Surgeon 
General and may be considered final. The data for 
1941 to 1953, however, were obtained from sample 
tabulations of individual medical records and sum- 
maries of periodic morbidity reports and should be 
considered provisional, pending publication of final 
tabulations based on the individual medical records. 
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valid reason for this phenomenon. Keston 
offered the unlikely suggestion that “maybe 
she got tired and just faded away like an old 
soldier.” 

Hygiene—Many of the dermatologists 
felt that better hygiene and living conditions 
accounted for the rarity of this infestation. 
While many offered more than one possible 
reason, 31 mentioned hygiene per se. Slum 
clearance was given credit by four, the lack 
of a major war by six, and “public health 
reasons” by one. 

Since scabies is a contagious disease spread 
from patient to patient mainly by direct con- 
tact, it is doubtful if better. hygiene would 
explain the virtual disappearance of “the 
itch.” There is as much personal contact as 
ever in the homes, schools, playgrounds, etc., 
today. While one can conceive that the end 
of the overcrowding inherent in war condi- 
tions would result in a fall to normal inter- 
war levels, it would not explain the present 
decrease, which is far below the “normal” 
incidence.» 

Better Treatment and Diagnosis.—Twen- 
ty-three offered the opinion that better rem- 
edies had wiped out the disease. Rein felt 
that the indiscriminant use of crotamiton 
(Eurax) and gamma benzene hexachloride 
(Kwell) as antipruritics had reduced the 
cases of scabies even as the widespread use 
of antibiotics may have reduced the incidence 
of syphilis. One contributor pointed out that 
the rapid cures obtained with these agents 
reduced the opportunity for spread of the in- 
fection. Seventeen suggested that the estab- 
lishment of the correct diagnosis by private 
or service physicians, nurses, etc., and the 
early institution of proper treatment accom- 
plished the same thing. 

However, these suggestions overlook cer- 
tain considerations. In the first place, it is 
doubtful that the general practitioner is bet- 
ter able to diagnose scabies today than he 
ever was. Dermatologic training in the med- 
ical schools has not improved that much in 
the past 10 years. In fact, with the decreased 
incidence of scabies, we have fewer patients 
to demonstrate to the students. Furthermore, 
the index of suspicion on the part of all physi- 
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cians is decreasing rapidly. Incidentally, it 
was felt by some that this decreased index 
would lead to an eventual epidemic. Also, a 
great deal of scabies is treated by nurses, 
pharmacists, and lay persons. Certainly, their 
diagnostic ability has not increased to such 
a point that they could wipe out a disease by 
early recognition and treatment. 

Secondly, in many areas the use of gamma 
benzene hexachloride and crotamiton is not 
widespread. It should be remembered that 
these agents are effective as scabicides only 
when applied to the entire body—not merely 
to an itching lesion. The use of sulfur was 
more popular than the aforementioned pro- 
prietary remedies. Yet this agent did not 
eliminate scabies as a threat to public health 
because it was not applied for psoriasis, 
seborrheic dermatitis, etc., in the manner 
necessary to cure scabies. Effective one-day 
treatments, such as benzyl benzoates, have 
been in use for more than 25 years. 

Travel——The decrease in travel was given 
credit for at least a portion of the reason for 
the defeat of the Acarus. Anyone so unfortu- 
_ mate as to have ridden on the antiquated 
rolling stock used as troop trains or on 
crowded troop ships, can agree with this 
suggestion. However, this would explain ey 
the decrease to prewar levels. 

Other Reasons—Many other possible 
reasons were presented. One contributor felt 
that medicated soaps were important, al- 
though their use has not surpassed that of 
“unmedicated” toilet soaps. Three credited 
the widespread use of insecticides, such as 
D. D. T. (chlorophenothane), with destruc- 
tion of the reservoir of infection in nature. 
While D. D. T. is not a recognized scabicide, 
lindane and rotenone are. Two noted that 
the drop in scabies paralleled the fall in syph- 
ilis. However, the antibiotics per se are not 
scabicides. The drop in syphilis has not been 
accompanied by a corresponding decrease in 
contact between the sexes. 

Three other suggestions were made by a 
minority of contributors that are worth of 
greater consideration. 

Immunity.—Studies in the past have not 
indicated that an attack of scabies confers any 


immunity against reinfection. However, 
Mellanby has pointed out that it is more dif- 
ficult to reinfect a cured patient than it is to 
infect one who has never had scabies. Mi- 
chelson felt that immunologic factors might 
be at work in this disease. Sulzberger consid- 
ered that the drop in incidence was character- 
istic of all epidemic diseases, such as typhus 
fever and others, in which immunity devel- 
ops. While 10.7% of the patients that I saw 
with scabies returned as patients at a later 
date, only 0.75% had scabies again; 66.6% 
of the patients who returned with an attack 
of scabies did so in less than four months, 
suggesting the possibility that these were ac- 
tually recurrences due to incomplete cure of 
the initial infection rather than reinfections ; 
the others returned after more than four 
years. Patients with scabies should be satis- 
fied ones and would be expected to return to 
the dermatologist ridding them of the intol- 
erable itch. On the other hand, one cannot 
deny the possibility that reinfections might 
have been treated at home with the previously 
prescribed medication. 

If one were to accept the theory that 
scabies confers a partial or complete im- 
munity, then one can conjecture that the epi- 
demic of 1944 to 1947 immunized a large 
percentage of the population. On the other 
hand, pediatricians and childrens’ hospitals 
have noted a similar decrease. For instance, 
according to Banks,’ there were 38,000 cases 
of scabies in school children in England and 
Wales in 1947 but only 4,723 in 1951. Many 
of these children could not have been immu- 
nized by the aforementioned epidemic since 
they were not alive in 1947. While it is pos- 
sible that the small reservoir of infection may 
have prevented the infestation of these chil- 
dren, this is unlikely since enough cases are 
still being seen to have infected these chil- 
dren. The spread of the disease would have 
produced a new reservoir in these children. 

Of great interest in this regard are the two 
epidemics that were reported. Traub wrote 
that the Bird S. Coler Hospital with 3,000 
beds, six months after opening, had an epi- 
demic of 150 known cases of scabies plus 100 
additional suspects before it was controlled. 
195 


Butterworth reported that in January, 1954, 
75 cases developed in a single cottage at the 
Pennhurst State School for the Feeble- 
Minded. The occurrence of these epidemics 
suggests that there is no real immunity to 
scabies and that under the proper circum- 
stances the Acarus is ready to rise and ride 
rampant through the populace again. 

Change in the Flora of the Skin.—In pro- 
ducing a pathologic process in a patient an 
infecting organism must overcome other in- 
imical germs on the skin as well as the 
resistance of the host. N. N. Epstein sug- 
gested that the flora of the skin may have 
been altered by the widespread use of anti- 
biotics. This may have produced an environ- 
ment on the skin in which the Acarus could 
not survive. However, it is unlikely that the 
antibiotics have changed the flora signifi- 
cantly and permanently. Furthermore, both 
Butterworth and Traub stated that antibi- 
otics were employed commonly in the pa- 
tients affected in their epidemics. 

Laundering Methods.— Lain suggested 
that the use of detergents might explain the 
fall in cases of scabies. While this is. un- 
proved, the idea is an interesting and possibly 
important one. Commercial laundries use a 
great deal of heat that would destroy any 
Acari that might be sojourning on dirty 
clothing. However, at home, the heat of the 
water and the time of exposure often left 
much to be desired as far as sterilizing the 
laundry. The use of automatic washers cor- 
rected this. In this country at least, the use 
of such washers has become commonplace 
but hardly universal in the home and in com- 
mercial Launderettes. However, synthetic 
detergents have replaced soap in the home 
for laundry purposes regardless of economic 
or social strata. It is possible that these de- 
tergents are stronger scabicides in vitro than 
soaps. While it has been shown that the 
Acarus lives for a short time only in clothing, 
it might live long enough to infest many 
persons. This could explain the decreased 
reservoir of infection. While this is unproved, 
from the theoretic standpoint, it best explains 
the drop in scabies. 
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COMMENT 


From the foregoing, it is clear that scabies 
has become uncommon in North America, in 
western Europe, and in the Pacific at least 
as far west as Japan. This has occurred de- 
spite wartime conditions in Asia. This de- 
crease is far below that which could have 
been predicted on the basis of past experi- 
ences: with this disease. 

The reason for this fall is not clear. It is 
unlikely that many of the suggested causes 
had an important bearing on the decreased 
incidence of scabies. The possibility that the 
widespread improvement in home laundering 
methods, including the adoption of synthetic 
detergents, might play a major part in this 
phenomenon is not disproved at this time. 

As pointed out by Sams and others, der- 
matology seems to be losing those conditions 
which are relatively easy to diagnose and for 
which we have specific remedies. It is doubt- 
ful that scabies became a rarity because of 
its successful treatment by dermatologists, 
Rather it seems to be the lot of the dermatol- 
ogist to struggle with entities of obscure 
causation with long, and often fruitless, 
tedious therapy. 

A new axiom in dermatology seems to be 
ready for acceptance, namely, “If you diag- 
nose a rash as scabies, you’re probably 
wrong !” 

SUMMARY 

Scabies has become a rarity in North 
America, in western Europe, and in the 
Pacific Area as far west as Japan. 

It is likely that this fall in incidence is 
world wide in scope. 

The cause of this phenomenon is unknown 
at this time. 

Suggested causes are discussed and the 
only one that does not seem unlikely con- 
cerns improved methods of home laundering. 
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WERNER’S SYNDROME 


Report of Two Cases 


ROY C. SMITH, M.D., San Jose, Calif. 
LOUIS H. WINER, M.D., Beverly Hills, Calif. 
and 

STUART MARTEL, M.D., Los Angeles 


MNT 


ERNER? described cataracts asso- 

ciated with scleroderma in four broth- 
ers and sisters. Since his publication in 1904, 
the syndrome to which his name has been 
attached has been considerably altered. En- 
docrine abnormalities, including hypogonad- 
ism, osteoporosis, and hyperglycemia have 
been added features, whereas one of the two 
original characteristics, the sclerotic tight- 
ening of the skin has proved not to be sclero- 
derma. Contrary to early reports of cataracts 
developing in the second and third decades, 
Schott and Dann * observed the onset in the 
fourth decade, also mentioning instances in 
which all characteristics of the syndrome 
were not present. They considered these as 
“forme fruste.” It is therefore possible to 
diagnose Werner’s syndrome by only one 
of the two original signs, if there are endo- 
crine and skeletal findings. 

Franceschetti and Maeder * defined Wer- 
ner’s syndrome as cataracts associated with 
scleroderma, and differentiated it from Roth- 
mund’s syndrome, which combines cataracts 
and poikiloderma. They included in Roth- 
mund’s syndrome the Zinser type, which is 
the infantile form of poikiloderma congeni- 
tale. 

Werner’s syndrome was also differcntiated 
from Rothmund’s syndrome by Thann- 
hauser.* He preferred the omission of the 
designation “scleroderma” for the tense skin, 
because histologically changes seen in sclero- 
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derma, such as vascular occlusion and homog- 
enization of collagen, were absent. He like- 
wise refuted the term “poikiloderma” in 
Rothmund’s syndrome, because there was 
no inflammatory reaction in the histologic 
sections. He defined the skin changes of 
Werner’s syndrome as’ a_heredofamilial 
atrophic dermatosis with telangiectases. 

Parkes Weber * believed Thomson’s syn- 
drome was a developmental abnormality 
much like vascular nevi. 


Rook and Whimster* objected to com- 
paring Thomson’s syndrome to poikiloderma 
of Jacobi. They believe that the term “poikilo- 
derma” is not broad enough for all-the find- 
ings in Thomson’s syndrome. They suggest 
the term “congenital cutaneous dystrophy.” 

Oppenheimer and Kugel * described four 
cases of Werner’s syndrome and reported 
on one autopsy. Two of their four patients 
had associated neoplasms, a liver carcinoma 
and a fibrosarcoma. The Hamilton-Schwartz 
test indicated parathyroid hyperactivity in 
two of three patients tested. Clinically, they 
explained the parathyroid hyperactivity by 
the osteoporosis, metastatic calcification, 
transitory hypercalcemia, negative calcium 
balance, and the increased circulating para- 
thyroid hormone. Winer,’ also using the 
Hamilton-Schwartz test, found a similarly 
increased parathyroid activity in both Wer- 
ner’s syndrome and Paget’s disease of bone. 

Irwin and Ward *° reviewed 56 reported 
cases of Werner’s syndrome, and tabulated 
the following manifestations : 

Manifestations of Werner’s Syndrome 
I. Characteristic habitus and stature 
1. Short stature beginning with adoles- 
cence 
2. Slender extremities with stocky trunk 
3. Beak-shaped nose 





* References 7 and 8. 




























II. Premature senility 
1. Premature gray hair 
. Premature baldness 
. Atrophic skin 
. Weak and high-pitched voice 
. Arteriosclerosis 
6. Juvenile cataracts 
III. Scleroderma-like changes 
1. Atrophic skin and subcutaneous tissue 
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Fig. 1 (Case 1).—A, face shows constricted, pinched expression. B, beak-like face and nose. 
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3. Osteoporosis 


4. Localized calcification 
5. Tendency to occur in siblings 


Reed, Seville, and Tattersall?* reported 
two cases, discussing histologic differentia- 
tion of Werner’s syndrome from scleroderma, 
and presented studies with regular hema- 
toxylin and eosin stains, ¢lastic-stained sec- 





C, hand in middle is normal; hands on each side are Werner’s. 


2. Circumscribed hyperkeratosis 
3. Skin tight over bones of the feet 


4. Ulcers over malleoli of ankles, Achil- 
les tendon, heels and toes 


IV. Other manifestations 
1. Tendency to diabetes mellitus 
2. Hypogonadism 


tions, and studies with the electron micro- 


REPORT OF CASES 


Case 1—D. K., a 27-year-old white man, has 
been under observation since the age of 7 years, at 
which time he complained of cramps in his muscles. 
It was noted that his facial appearance was that 
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of an old man. He had excessive pubic fat, unde- 
scended testes, and tightness of the skin over the 
entire body, which stiffened the muscles, tendons, 
and joints. The superficial vessels of the skin were 
dilated and bled on the slightest trauma. The family 


On physical examination he appears older than 
27 years, has a blood pressure of 142/80, weighs 
105 Ib. (47.6 kg.) and is 68% in. (174 cm.) tall. His 
hair is thin and sparse but not gray. The skin of 
the entire body is very tight, and the nose is small 








history was negative: a sister, father, and mother 
were normal. At present he has diabetes and main- 
tains himself on 84 units of insulin daily. He is able 
to work as a rancher eight hours a day, but he does 
not have much endurance or strength. 








Fig. 2 (Case 1).—A, hypogenitalia and 
telangiectasia. B, telangiectasia. C and D, 
spindly extremities on large body. E, feet 
with high fixed arches and contracted toes. 


and pinched. The skull has frontal bosses. He is of 
normal intelligence and has a high-pitched, rough 
voice. His heart, lungs, and abdomen are normal. 
His pubic hair has a female distribution. The penis 
and scrotum are very small, and the testes, found 
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WERNER’S SYNDROME 

















Fig. 4 (Case 2).—A, face shows constricted, pinched expression. B, beak-like contour. C, anterior 
body, showing spindly extremities and underdevelopment of external genitalia. D, forearm of patient as 
compared with that of a normal woman. £, Achilles tendon ulceration. F, characteristic plantar kera- 
toses. 
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of the lower extremities had been noted, as well as 
protrusion of the eyes. Two years ago, following 
trauma, an ulcer appeared over the right ankle, 
which has failed to heal. 

The menses appeared at the age of 11 years and 
were normal until 1953, when they became irregular 
and scanty. She was married in 1948 and divorced 
in 1950. There were no pregnancies. 

The father and mother are living and well, as are 
four sisters and two brothers. The parents and 
siblings are of average, or above average, height 
and build. There is no family history of develop- 
mental disturbance. 


4. M. A. ARCHIVES OF DERMATOLOGY 


marked and has resulted in partial ankylosis of 
these joints. The pressure areas of both feet pre- 
sent large keratoses. The breasts and labia are 
atrophic and pubic hair is minimal. 


A specimen removed for biopsy showed on hema- 
toxylin-eosin stain of the histologic section that the 
epidermis is normal. The cutis consistec of norm! 
collagen but increased in amount. The vessels were 
normal. On Verhoeff’s elastic stain the elastic fi- 
bers were normal in amount and showed no tend- 
ency to fragmentation. 





Fig. 5 (Case 2).—A, very low power (X 50) ; hematoxylin and eosin stain; forearm, essen- 
tially normal. 5, very low power (X50); Verhoeft’s elastic fiber stain; forearm, showing 
presence of elastic fibers. C, low power (X 100); Verhoeff’s elastic stain; forearm, showing 
increased masses “f elastic staining fibers. D, high power (x 440); Verhoeff’s elastic fiber 
stain; forearm, showing elongated elastic fibers. 


On physical examination, the weight was 82 Ib. 
(37.2 kg.), height 58 in. (147 cm.) and B. P. 
125/70. ‘The general appearance of the patient is 
one of senile facies and general cachexia. The 
tightening of the skin of the face gives the nose a 
beak-like contour and exaggerates the protrusion of 
eyes and teeth. The skin changes are most marked 
on the lower extremities, where a healing, super- 
ficial ulceration of several centimeters is present 
over the right Achilles tendon. The tightening and 
atrophy of the skin over the ankles is especially 
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COMMENT 


The old-aged appearance and the beaked, 
bird-like facies are prominent clinical mani- 
festations. Sulzberger,’* on presenting two 
cases in brothers, stated that the appearance 
and facies are so similar that when he saw 
one patient, he believed him to be the same 
one whom he had scen several years earlier 
in Austria, and whose condition had been 













































WERNER’S SYNDROME 


reported by Bloch and Stauffer ** as “dys- 
hormonal dermatitis.” Schott and Dann 
stated that their two cases looked like the 
twin sisters of Thannhauser’s cases. 

The male patients have small testes and 
prostates, and the females have practically 
no ovaries or uteri. The patients are sterile 
and are inclined to adiposity. The females 
have a masculine type of body. The males 
have gynecomastia, female distribution of fat 
and hair, high-pitched voices, and hairless 
faces. 

The clinical skin picture resembles gen- 
eralized scleroderma as well as poikiloderma. 
Histologically there is not the homogeniza- 
tion of the collagen, or fragmentation of elas- 
tic fibers, or intimal vascular proliferation 
of scleroderma. Also absent is the inflamma- 
tory cellular infiltrate of poikiloderma. The 
collagen appears normal. The elastic fibers 
are absent or diminished in the papillary 
cutis. In the mid and lower cutis they are 
arranged in bands running parallel to the 
surface skin. These elastic fibers in the lower 
cutis show irregular nodules and rounded 
masses attached to them, such as are seen 
in the fibers of pseudoxanthoma elasticum 
in which there is calcium deposition around 
the elastic fibers. These are shown to be posi- 
tive on Von Kossa’s stain for calcium. This 
accounts for the electron microscopic picture 
of Reed, Seville, and Tattersall of amorphous 
granular debris which almost obscured the 
collagen fibers. This abnormal calcium depo- 
sition has been observed in other areas in 
Werner’s syndrome. Although rejected by 
some, the concept of hyperactive parathyroids 
in Werner’s.syndrome is in accord with Op- 
penheimer and Kugel’s impression. The ab- 
normal calcium metabolism suggests para- 
thyroid involvement either of a primary or 
secondary nature. Patient No. 1 had find- 
ings of hyperostoses and osteoporosis, and 


at one time complained of painful muscular _ 


cramps, all of which could be explained on 
the basis of a faulty calcium metabolism. 
Both the patients in this report, although 27 
years of age, show no cataracts, nor do they 
have graying hair or alopecia. These may 





still appear within the next 13 or 14 years, 
from the reports in the literature. 


SUMMARY AND CONCLUSIONS 


The skin change of Werner’s syndrome is 
not scleroderma. It is more closely related 
to pseudoxanthoma elasticum, and is a dis- 
turbance of calcium metabolism. Elastic tis- 
sue stains aid is this differential diagnosis. 
The Von Késsa stain for calcium shows cal- 
cium present in the elastic fibers of the lower 
cutis. 

The syndrome involves skin atrophy, 
telangiectases, keratoses, and. ulcerations. 
The subcutaneous fat is atrophic and replaced 
by collagen and elastic connective tissue. It 
is a subcutaneous fibrosis. 

Cataracts occur early in Rothmund’s syn- 
drome, and in some types they never occur, 
whereas in Werner’s syndrome their onset 
is never before the second or third decade 
and they may not occur until the fourth. 
decade of life. 

Poikiloderma is ruled out of these syn- 
dromes by absence of infiltration, and sclero- 
derma, by the presence of normal collagen 
and calcium granules on the irregular but 
not fragmented elastic fibers. 
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AMOUNT 


HE MANAGEMENT of hidradenitis 

suppurativa is sometimes difficult, and 
in chronic cases the results of treatment are 
often unsatisfactory. Because of therapeutic 
problems encountered, a review was made of 
45 cases treated by us between 1950 and 
1953. Table 1 gives a breakdown of these 
45 cases from ¢ clinical viewpoint. 


In acute hidradenitis the lesions were few” 


in number, and they began as deep-seated 
nodules with a tendency towards cord-like 
coalescence. These characteristics permitted 
their clinical differentiation from furuncles 
of the axilla (or the groin) which are more 
superficial, more acutely inflamed, and do 
not show cord-like coalescence. 

In the chronic localized cases the lesions 
were also nodular and coalescent, and they 
showed only slight inflammatory reaction. 
The secretion was usually more serous than 
purulent, and there were always sinuses and 
tract formations as well as irregular and 
often hypertrophic scars. 

In the generalized cases most or all. skin 
regions with apocrine sweat glands were in- 
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HIDRADENITIS SUPPURATIVA OF THE ADULT AND ITS MANAGEMENT 


volved, including, in one case each, the sub- 
mammary fold and the umbilical region, and 
Montgomery’s glands of the areolae, respec- 
tively. The affected areas showed the same 
clinical characteristics as in the localized 
chronic cases, but, corresponding to the 
longer duration, the sinus and tract forma- 
tions and the scarring were more severe. 
Because of the generalized distribution and 
the severe involvement, these patients were 
usually disabled for long periods of time. 

The most impressive fact derived from 
the clinical analysis of our patient material 
is, of course, the extremely long duration of 
the chronic cases of hidradenitis. Is seemed 
obvious to us that certain specific factors 
must be responsible for this excessive chro- 
nicity and especially also for the systemic 
character of the disease in generalized cases. 
In this connection a study of our cases in 
regard to all pertinent pathogenetic factors 
was undertaken. 


PATHOGENETIC AND ETIOLOGIC FACTORS 


As ‘can be seen from Table 2, in 10 of the 
patients with acute hidradenitis a history 
was obtained of mechanical irritation of the 
involved areas prior to the onset of the hid- 
Tadenitis, Shaving of the axillae, a cast for a 
fractured humerus, friction from a pros- 
thesis, arthritis and immobilization of the 
shoulder, manipulations of the skin in a pa- 
tient with conversion reaction, and position- 
ally abnormal pressure and friction in a hemi- 
paretic were the irritations observed. 








TasLe 1.—Patient Material in Forty-Five Cases of Hidradenitis Suppurativa 








Distribution and Localization 
No. of C 





o. of Cases 
5 Sa > aos ‘ 
One 
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Total One Both Both Gener- Duration of 
No. Axilla Axillae Groins alized Hidradenitis 
Acute hidradenitis suppurativa..............ccceeeeeee 23 16 6 1 1 wk.-4 mo, 
Chronic Jocalized hidradenitis suppurativa............ 1-7 yr. 


Ohronic generalized hidradenitis suppurativa......... 
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1-10 yr. 
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Chemical and physical irritation and ab- 
normal friction have been frquently men- 
tioned as causes of hidradenitis suppurativa 
(Sulzberger and Baer+; Becker and Ober- 
mayer ?). The mechanism of the production 
of hidradenitis suppurativa through macera- 
tion could be a “poral closure,” as demon- 
strated in miliaria of the eccrine glands by 
Shelley *; Shelley and co-workers*; Sulz- 
berger and associates,t and O’Brien.t The 
familial hidradenitis due to malformations of 
the duct, mentioned by Sulzberger and 
Baer* would fit into.this group, and the 
“apocrine furuncle” of Sutton § could also 
be interpreted as a poral closure phenomenon. 
However, in the absence of pertinent histo- 
logic evidence this question cannot be de- 
cided. The fact that hidradenitis suppurativa 


A. M.A. ARCHIVES OF DERMATOLOGY 


In patients with chrcnic localized hidrad- 
enitis external irritations seemed to play a 
very minor role. In one patient with chronic 
involvement of the right genitocrural region, 
the hidradenitis developed simultaneously 
with the use of a suction prosthesis for a high 
thigh amputation of the right leg. In another 
patient, scars after shrapnel wounds of the 
right shoulder and back, and a left hemi- 
plegia consequent to a war injury of the 
head were present. 

In four patients with chronic localized 
disease pyogenic infections of long standing 
preceded the hidradenitis. Two patients had 
draining pilonidal sinuses at the onset of the 
hidradenitis ; another patient had a persistent 
otitis media, which on culture showed the 
same strain of Staphylococcus aureus as 


TaBLe 2.—Pathogenic Factors in Forty-Five Cases of Acute and Chronic Hidradenitis Suppurativa 








Acute hidradenitis suppurativa..............c.eeeeeeereee 
Chronic, localized hidradenitis suppurativa.............. 
Chronic, generalized hidradenitis suppurativa............ 


Endocrine 
and Acne; 
External Nerve Focal Metabolic Folliculitis 
Irritations Disease Infections Diseases CKeloidalis 
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develops in the deep layers of the cutis and 
in the subcutis, around the glandular coils 
(Ormsby and Montgomery °), speaks against 
the poral closure mechanism. 

Regardless of the mechanism producing 
hidradenitis, physical and chemical irrita- 
tions seem of importance only at the begin- 
ning of the disease, and in acute cases. They 
present the prevalent pathogenetic factors in 
these cases, and they are virtually absent in 
chronic hidradenitis suppurativa. Obviously, 
before sweat-gland abscesses become chronic, 
all external irritations will have been elimi- 
nated, and therefore they cannot usually be 
responsible for the chronicity of a hidrad- 
enitis. 





* Shelley, W. B., and Horvath, P. N.; and 
Shelley, W. B.; Horvath, P. N., and Pillsbury, 
D. M., cited by Shelley, W. B. é 


+ Sulzberger, M. B., and others, cited by Shelley, 
W. B3 


¢ O’Brien, J. P., cited by Shelley, W. B.3 
§ Sutton, R. L., Jr., in discussion on Brunsting.18 
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found in the skin lesions ; a chronic salpingo- 
oophoritis, nongonococcal, was found in a 
fourth case, and a fifth patient had schisto- 
somiasis with frequent bouts of diarrhea. 

No patient of this group had overt dia- 
betes mellitus, although one patient had an 
abnormal sugar tolerance curve. Three of the 
10 patients were overweight. One of these 
obese cases, a 27-year-old Negro woman, 
had also an extreme hyperplasia of the 
breasts, a basal metabolic rate of —11, and 
on two occasions high 24-hour urinary 17- 
ketosteroid excretion values of 18.8 mg. and 
21.3 mg., respectively (normal average value 
for women 10.2 mg.). 

In chronic generalized hidradenitis, endo- 
crine and metabolic abnormalities were con- 
spicuous in 9 of the 12 patients observed. 
Diabetes and obesity occurred in six ; virilism 
and improvement of the hidradenitis during 
pregnancy occurred in one, and there were 
low urinary 17-ketosteroid excretion values 
in five of the eight men in the group. The 














HIDRADENITIS SUPPURATIVA 


yalues obtained on repeated examination 
were from 8 to 10 mg. in 24 hours (normal 
average for men 15 mg.). 

In 2 of the 12 cases infected pilonidal cysts 
were present at the onset of the hidradenitis. 
One of these two patients suffered also from 
a chronic glomerulonephritis of undeter- 
mined origin, possibly infective. 

In two chronic cases, infectious foci and 
eudocrine-metabolic disorders were both dis- 
covered in the same patients (pilonidal cyst, 
acne, and abnormal ketosteroids ; salpingitis, 
obesity, breast hypert->phy, acne, and ab- 
normal ketosteroids). .n most cases, endo- 
crine and metabolic disorders were present 
in combinations like diabetes and obesity, or 
diabetes, obesity, gynecomastia, and low uri- 
nary ketosteroid values. 

None of the patients with acute hidrade- 
nitis had acne, folliculitis keloidalis nuchae, 
or other skin diseases. In contrast, 4 of the 
10 chronic localized cases and 9 of the 12 
generalized cases showed active lesions or 
scars after acne. In the localized cases the 
acne was of moderate severity, while in six 
of the nine patients with generalized hidrad- 
enitis it was severe, nodose, and conglobate, 
leaving disfiguring scars and involving exten- 
sive areas of face, neck, and trunk. Two of 
these six patients had also folliculitis keloi- 
dalis nuchae. 


Since Schiefferdecker’s work’ and Way 
and Memmesheimer’s review,’ the hormonal 
stimulation of the apocrine function has been 
generally recognized. Others mention dia- 
betes, obesity, Cushing’s disease, and other 
endocrine-metabolic diseases associated with 
hidradenitis (Urbach and Le Winn, Mor- 
gan,’ Goldsmith," Curtis '*). This associa- 
tion, and the role of endocrine and metabolic 
factors in the diseases of the apocrine glands, 
were recently properly emphasized by H. A. 
Brunsting ** and Cornbleet.|| However, no 
one observed systemic disorders in patients 
with hidradenitis as regularly as they oc- 
curred in our cases. Moreover, with the ex- 
ception of Curtis’ case of Cushing’s disease,?? 
abnormal steroid metaholism, virilism, and 





|| References 14 and 15. 





disturbances of breast growth have not been 
reported by any of these observers. 

On the other hand, the association of 
acne, folliculitis keloidalis, and perifolliculitis 
capillitii with hidradenitis had been noted by 
a number of authors (e.g. Goldsmith,** Dow- 
ling, Forman,# Sutton,® Conway and asso- 
ciates**) before H. A. Brunsting ** stressed 
the pathogenetic relationship of these dis- 
eases. The significance of this relationship 
for the pathogenesis of hidradenitis suppura- 
tiva lies, of course, in the supposedly hor- 
monal character of acne (Hamilton,*’ Bar- 
ber,?® Sutton, Goeckerman,'® Way and An- 
drews,”° and others). 

The presence of infectious foci, as seen 
particularly in our localized chronic cases, 
is not mentioned in the literature. Despite 
its relatively high incidence in our material, 
this factor might be coincidental. 


BACTERIOLOGICAL FINDINGS 


The pathogenetic differences between the 
acute and chronic cases of hidradenitis dis- 
cussed in the foregoing were supplemented 
by an analysis of the bacteriological findings 
in our patients as presented in Table 3. 

In acute hidradenitis, hemolytic Staphy- 
lococcus aureus, coagulase-positive, was cul- 
tured in 10 cases; in 1 case Aerobacter aero- 
genes was also present, in another hemolytic 
Staphylococcus albus, coagulase-negative. 
Sensitivity tests, in four cases, showed that 
the organisms were sensitive to the usual 
antibiotics. 

In the chronic localized cases of hidrad- 
enitis, bacteriological studies showed, as in 
the acute cases, a prevalence of Staphylococ- 
cus aureus. Three of the six cases cultured 
yielded nonhemolytic streptococci, Proteus 
vulgaris, hemolytic Staphylococcus albus, 
nonhemolytic streptococci, and diphtheroids. 
In general, the infective organisms in these 
patients were more varied than in the acute 
cases, and they were more of the character 
of secondary invaders, primarily nonpatho- 
genic. The in vitro sensitivity to antibiotics — 





{ Dowling, G. B., in discussion on Goldsmith.14 
# Forman, L., in discussion on Goldsmith.11 
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was sometimes poor, a fact which was readily 
explained by the various and repeated anti- 
biotic treatments which these patients had 
previously received. 

The bacteriologic findings in generalized 
cases were more varied than even those in 
the chronic localized type of the disease. In 
three of six cases cultured, a coagulase-posi- 
tive Staphylococcus aureus was found. One 
case yielded nonhemolytic streptococci and 
hemolytic micrococci; another, coagulase- 
positive hemolytic Staphylococcus albus, 






A, M. A.- ARCHIVES OF DERMATOLOGY 


“The cause is unknown. It is believed to be 
an infection . . .” Without denying the re- 
quirement of infection in hidradenitis (Roth- 
man }), it must still be pointed out that ap- 
parently the infection takes place only if 
other pathogenetic factors are also present. 
Bilateral, systematized, and generalized hid- 
radenitis. could hardly develop only through 
multiple infections in remote sites unless sys- 
temic disorders and a peculiar terrain act as 
favorable factors, and the prevalence of pri- 
marily nonpathogenic organisms in the later 


TABLE 3.—Culture Results in Twenty-Two Cases of Acute and Chronic Hidradenitis Suppurativa 








Acute hidradenitis suppurativa..............cseseees 
Chronie, localized hidradenitis suppurativa.......... 
Chronie, generalized hidradenitis suppurativa....... 
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TABLE 4.—Treatment Results in Forty-Five Cases of Acute and Chronic Hidradenitis Suppurativa 








Topical applications... 0s. oie cece ec tcteeecs 


Inielsion Gd Grain Gee, oi. ioc6 5 oo Sen cecs ie discccers 


Chronic Chronic 

Acute Localized Generalized 

Hidradenitis Hidradenitis Hidradenitis 

Suppurativa Suppurativa Suppurativa 
+ ae ee 
Ses Fessansaces = po _ 
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Combination of antibiotic, other 
systemic, and x-ray treatments 
frequently successful in chronic 
localized cases, sometimes in gen- 
eralized cases. 





= variable and/or temporary result. 


pa = good and permanent result. 
—= treatment failure. 


hemolytic streptococci and diphtheroids, and 
a third, nonhemolytic streptococci and Pro- 
teus mirabilis. 

The role of micro-organisms in our cases 
agrees, on the whole, with the generally ac- 
cepted findings. Hemolytic staphylococci are 
usually considered to be the etiologic agents 
of hidradenitis suppurativa (Lynch *). How- 
ever, others, e. g., Ormsby and Montgomery,*® 
think so little of the role of micro-organisms 
in hidradenitis suppurativa that they state: 





*Lynch, F. W., in discussion on Brunsting.1% 
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stages of chronic cases tends to emphasize 
the importance of conditions of nonbacterial 
nature in these cases. Infection might, there- 
fore, be considered only as a pathogenetic 
factor of hidradenitis suppurativa rather than 
as. the cause of this disease. 


TREATMENT 


The preceding discussion of the different 
and multiple pathogenetic and etiologic fac- 
tors in our cases seemed to us to explain 





+ Rothman, S., in discussion on Brunsting.1% 
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well the initially mentioned difficulties and 
the variable success of different treatments. 
Table 4 shows the differences in the thera- 
peutic response of our series of acute and 
chronic cases of hidradenitis. 


The treatment of patients with acute hid- 
radenitis was successful with relatively simple 
measures in a short time. Hot compresses 
locally and antibiotics systemically were 
used in all, incision and drainage in four, 
and x-ray therapy in four. There were no 
recurrences. 


In chronic localized cases, despite the poor 
in vitro sensitivity to antibiotics mentioned 
above, there was nevertheless usually a par- 
tial and in some instances even a complete 
response to alternating and intensive courses 
of antibiotics, used in conjunction with x- 
rays, autogenous vaccines, and Staphylococ- 
cus toxoid injections. However, response to 
therapy was very slow, and in view of pre- 


Fig. 1.—Right axilla of patient with chronic, gen- 
eralized hidradenitis suppurativa, healed after wide 
excision and subsequent graft. Previously treated 


unsuccessfully for about 10 years. 








_ Fig. 2.—Left genitocrural region of the same pa- 
tient as in Figure 1, also healed after wide excision 
and graft. : 


vious remissions future recurrences could 
be expected. 

In generalized cases therapy with anti- 
biotics was in general only temporarily suc- 
cessful and to a modest degree, even when 
large doses were used over many months. 
The antibiotics employed were penicillin, 
chlortetracyline (Aureomycin), chloram- 
phenicol, oxytetracycline (Terramycin), 
streptomycin, and polymixin. Sulfadiazine 
was also given to some patients. Other meas- 
ures used were autogenous vaccine injec- 
tions, Staphylococcus toxoid, and injections 
of hyperpyrexia-producing agents. Some pa- 
tients with severe acne received estrogenic 
hormones up to the point of mild gyneco- 
mastia. Six cases were treated with andro- 
genic hormone (as recommended by Corn- 
bleet *°). 

Topically, incision and drainage were 
rarely necessary. X-ray therapy was used in 
some cases. Ultraviolet irradiation was fre- 
quently employed, as were also soap baths, 
potassium permanganate baths, and hot com- 
presses with aluminum acetate (Burow’s so- 
lution), diluted solution of sodium (Dakin’s 
solution), hypochlorite, and potassium per- 
manganate. Local irrigations were carried 
out with diiuted solution of sodium hypo- 
chlorite, iodoform-glycerin emulsion, and 
penicillin solution. Todochlorhydroxyquin 
(Vioform), chlortetracycline, bacitracin, 
oxytetracycline, and polymixin in ointments 
were applied whenever ointment dressings 
seemed indicated. 
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The diabetic patients were treated with 
diet, and with insulin when necessary. Reduc- 
ing diets were given to the obese patients. 

Despite all these treatments, given to some 
of the patients over a period of years, 
the results were uniformly and discourag- 
ingly poor. 

In six patients radical excisions of the in- 
volved areas combined with subsequent grafts 
were employed after all other measures had 
been unsuccessful (Figs. 1 and 2). At the 
present time, these patients have been free 
from new lesions for more than three years 
and for about two years, respectively. 

Summarizing our treatment results, we 
must therefore .say that, essentially, local 

_measures were successful only in acute hid- 
radenitis. Localized chronic cases usually re- 
sponded to intensive antibiotic therapy and 
roentgen radiation, but they, as well as and 
particularly the generalized cases, were 
sometimes therapy-resistant even after suc- 
cessful control of existing systemic disorders. 
In these cases radical excisions with subse- 
quent grafting were necessary to obtain a 
permanent cure. 

The surgical treatment of chronic hidrad- 
enitis has been recommended by a number 
of authors (Macey,?* Brunsting,?? An- 
drews,”* and Peck and Klein **). Conway 
and associates ** recently reported 10 cases 
of chronic hidradenitis in which good and 
permanent results were obtained with this 
method. Peck and Klein ** mention as an 
argument against the surgical therapy of 
chronic hidradenitis suppurativa, the possi- 
bility of a consequent permanent lymphe- 
dema of the extremity or of the external 
genitalia. However, if the surgeon does not 
go too deep and does not remove the axil- 
lary lymph nodes together with the apocrine 
glands, there will not be a chronic lymphe- 
dema.t Peck and Klein’s argument, there- 
fore, need not be valid. 

According to Sulzberger and Wolf,?® exci- 
sion should be the last resort. We believe 
that in resistant chronic cases excision is 
usually unavoidable, and, once carried out, 

tO’Leary, P. A.: Personal communication to 


the authors. 
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it offers the only successful, and therefore 
the best, treatment of an otherwise incurable 
disease. 

CONCLUSIONS 


For prognostic and therapeutic reasons 
each case of hidradenitis suppurativa should 
be analyzed as to its pathogenesis. In partic- 
ular, external irritations, focal infections, and 
endocrine and metabolic diseases should be 
searched for in all cases. Their presence in 
the individual patient determines the prog- 
nosis and therapy. Chronic cases, because 
they are more difficult to manage, require 
especially careful investigation and intensive 
systemic treatment with all usually employed 
methods, particularly in regard to the indi- 
vidual pathogenesis. Generalized chronic 
cases frequently require radical excision with 
subsequent grafting. 


SUM MARY 


Twenty-three acute cases and 22 chronic 
cases of hidradenitis suppurativa exhibited 
almost regularly pathogenetic characteristics 
which appeared of importance for the course 
of the disease and its response to therapy. 

External irritations were found in about 
half of the acute cases. In contrast, systemic 
disorders characterized 18 of the 22 chronic 
cases. Three of the 10 patients with localized 
chronic abscesses, and 9 of 12 with general- 
ized hidradenitis, showed endocrine-meta- 
bolic disorders. 

An association of acne with hidradenitis 
suppurativa was seen in 13 of the 22 chronic 
cases. In 4 patients with the localized disease, 
the acne was moderate ; while in 9 of the 12 
with the generalized disease, it was severe. 

The infective micro-organism cultured 
from acute lesions was usually a hemolytic 
Staphylococcus aureus. In chronic cases 
other organisms, especially primarily non- 
pathogenic secondary invaders, prevailed. 

The treatment of the acute cases offered no 
difficulty. In chronic cases, however, inten- 
sive antibiotic and x-ray therapy, combined 
with a careful management of systemic dis- 
orders, was always necessary to obtain im- 
provement or temporary healing. In six gen- 
eralized chronic cases, radical excision with 
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subsequent grafting was resorted to, and re- 
sulted in permanent cure. 
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CONTACT DERMATITIS ENCOUNTERED 
PRODUCTION OF EPOXY RESINS 


LEONARD E, SAVITT, M.D., Los Angeles 


HAUTE 


HE EXTENSIVE use of cured epoxy 

resins is new in American industry.* 
The use of these substances will become even 
more commonplace as will the skin eruptions 
resulting therefrom, until proper precautions 
in their use are undertaken by means of dis- 
semination of information regarding their 
dangers. 


The uncured epoxy resins of lower molec- 
ular weight are viscous and amber-colored 
liquids at room temperature. Their fiuidity 
increases markedly when they are warmed to 
55 C. before addition of a curing agent, oth- 
erwise known as a catalyst or hardener. The 
curing agents are amines of various types. 


The mixture is then poured into molds and 
may be placed in ovens. Curing takes from 
1% to 24 hours, depending upon type, size 
of casting, and oven temperature. Exother- 
mic heat of 100 to 150C. occurs during the 
cure. The resultant casting is a weather- and 
stress-resistant solid. 





* Cured epoxy resins are used for potting (en- 
capsulating) of electrical components to protect 
them from weathering, for laminating (bonding of 
multipte layers of flat material such as Fiberglas), 
for casting, and for adhesion. They are used ex- 
tensively in the aircraft industry and elsewhere. 
The generic source of the term “epoxy” is from the 
epoxide chemical group. Shell Chemical Corporation 
markets the resins under the name Epon. Some of 
the technical information is derived from their 
bulletins. Epoxy resins are manufactured under 
various trade names. The major raw materials for 
production of epoxy resins are epichlorohydrin and 
4,4’-isopropylidenediphenol (Bisphenol A). 

} These include the following: tri-(dimethyl- 
aminomethyl) phenol, diethylenetriamine, dimethyl- 
aminopropylamine, dimethylaminomethylphenol, di- 
methylethanolamine, diethylaminopropylamine, ben- 
zyldimethylamine, diethylamine, pyridine, piperidine, 
and dimethylaminopropionitrile. 
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EFFECT UPON THE SKIN 


The worker contacts the catalyst in the 
course of pouring the liquid from one con- 
tainer to another. It is inevitable that some 
liquid will run down the side of the container 
where it may be contacted by the hands and 
thus spread to other parts of the body. In 
some instances it may splash onto the worker 
while being poured. 

In concentrated form the organic amines 
used in this process are primary irritants. 
Diluting the amines merely lessens the irri- 
tating potential. They are sensitizers as well 
as irritants, although the former property is 
less significant. 

Patch testing has been performed, using 
separately -20% epoxy resin in castor oil, 
20% catalyst in castor oil, and finally the 
solid resulting from reaction between the 
two. An insufficient number of patch tests 
have been performed to have statistical sig- 
nificance. 

The epoxy resin may also have an irritant 
effect upon the skin, but less severe and less 
frequent than that of the organic amines. 


CONTACT DERMATITIS 


Dermatitis in persons contacting these 
preparations is usually manifested on ex- 
posed areas, the eyelids being, as expected, 
the earliest site. The hands and various por- 
tions of the face are the next most frequently 
involved areas. The early manifestations are 
redness, edema, vesiculation, and weeping; 
the later ones crusting and scaling. 


RESULTS OF EXPERIMENTS 


The application to the belly of a rabbit of 
concentrated amines of a type used as a cata- 
lyst resulted in a severe corrosive reaction 
with a toxic effect. Diluting the amines to 
10% in water practically eliminated any re- 
action. Rats were exposed to air containing 





300 parts per 1,000,000 of diethylenetriamine 
and 1,000 parts per 1,000,000 of ethylenedia- 
mine, without effect. 

Undiluted ethylenediamine and diethylene- 
triamine applied to the eye of a rabbit caused 
severe corneal injury and did the same when 
diluted to 15% in water. Dilution to 5% 
caused only minor injury. Therefore we may 
assume that catalyst splashed into a worker’s 
eye would be just as destructive, but that 
immediate flushing with water would pre- 
vent the reaction. 


GENERAL EFFECT 


Continuous exposure to slight concentra- 
tion of amines in the air has been said to pro- 
duce an asthma-like reaction. The author 
has not been able to corroborate that claim. 


PREVENTION 


Prevention of this type of eruption consists 
of the usual precautions undertaken in the 
case of similar industrial irritants. 


1. Avoidance of contact with epoxy compounds 
or hardeners by individuals who have a personal or 
family history of various allergic conditions or who 
reveal eczematous type eruptions on physical exami- 
nation. 

2. Avoidance of contact with the irritant materials 
by indoctrination in the principles involved and 
strict supervision and follow-up of the following 
precautions : 

(a) The wearing of protective sleeves and gloves 
made of rubber or preferably Pliofilm (Goodyear 
Tire and Rubber Company) or Koroseal (B. F. 
Goodrich Tire and Rubber Company). Contami- 
nated vinyl-type gloves may be washed in acetone 
or methyl isobutyl ketone. 

(b) Wearing of frequently cleaned uniforms. 


(c) Frequent cleaning of tables, machinery, equip- 
ment, floors, and walls. 


(d) Providing for showers on the premises. 


(e) Using paper towels rather than cloths for 
cleaning up spattered chemicals. 
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(f) Using protective cream on the hands and pos- 
sibly on the forearms and face and reapplying it 
frequently during the day. The silicone creams are 
preferable—Covicone Cream (Abbott Laboratories), 
Pro-Derna (Westwood Pharmaceuticals) or Sili- 
cote (Arnar-Stone Laboratories, Inc.). 

3. Providing bench-type hoods at the immediate 
place of processing and generally adequate ventila- 
tion with vents to the outside. 

4. Avoiding handling of epoxy resins on ex- 
tremely hot, humid days, if practical, because of 
increased irritation when the skin is wet. 


5. Providing instructions for first aid in case of 
spattering on skin: 

(a) Flush with copious amounts of water. 

(b) Remove from skin with solvent such as ace- 
tone if water does not suffice. Do not use solvent 
near the eye. 

(c) Remove contaminated clothing at once. 

(d) Pat aluminum acetate (Burow’s solution), 
diluted 1 oz. to 1 pt. of cold water, onto exposed 
skin area, using gauze pledget. If this does not 
suffice, see a physician within a few hours. 


(e) Exposure of the eye should be treated by 
flushing gently but freely with cold water followed 
by a visit to a physician. 

6. Removal of worker from contact with irritants 
if skin eruption persists. 


Ordinary precautions should be taken for 
the prevention of fires due to any flammable 
solvent. 

SUMMARY 

Epoxy resins and amine hardeners are be- 
ing used with increased frequency, particu- 
larly in the aircraft industry. 

Contact dermatitis of exposed areas may 
occur when proper precautions are not taken. 

Precautions consist primarily of the use of 
protective clothing and creams, sanitation, 


-and adequate ventilation. 


Rules for first aid as outlined should be 
posted in the factory. 


1033 Gayley (24). 












INCONTINENTIA PIGMENTI 


J. A. PHILPOTT Jr., M.D. 

A. R. WOODBURNE, M.D. 
and 

O. S. PHILPOTT, M.D., Denver 


AMAL 


O* E OF the most fascinating aspects of 
dematology is the manner in which the 
skin and its appendages often reflect the 
presence of pathologic processes in other 
organs or tissue systems. Such interrelated 
findings may be acquired or developmental. 
An example of such a developmental rela- 
tionship is incontinentia pigmenti. 

Incontinentia pigmenti is a rare congenital 
anomaly that was first fully described by 
Sulzberger + in 1927, although it had origi- 
nally been presented by Bloch ? in 1925. Sie- 
mens * in 1929 described the same condition 
as “melanosis corii degenerativa.” Since 
this time the syndrome has been adequately 
described by several authors both in this 
country and abroad. The condition is rare. 
The number of reported cases is estimated 
as between 60 and 70. 

Incontinentia pigmenti represents another 
example of what Wiener‘ has termed a 
“dermadrome.” As is true of some other 
dermadromes, the skin manifestations of this 
condition are in themselves insignificant to 
the general. well-being of the individual. 
However, they may herald the presence of 
more serious and debilitating developmental 


anomalies that have occurred in other organs 


of ectodermal and/or mesodermal origin. 
Our two cases do not demonstrate any un- 
usual clinical aspects. They are presented be- 





Read before the Section on Dermatology and 
Syphilology at the 103rd Annual Meeting of the 
American Medical Association, San Francisco, 
June 24, 1954. 

From the Department of Dermatology, Univer- 
sity of Colorado School of Medicine, (Dr. O. S. 
Philpott, Professor), and the private practice of 
Drs. O. S. Philpott, A. R. Woodburne, and J. A. 
Philpott Jr. 
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cause they represent four examples in which 
the condition existed in both mother and one 
daughter of two distinct families. In this 


respect the cases are unusual and perhaps’ 


important. 
REPORT OF CASES 


Case 1.—Mrs. H. W. N. and daughter N. L. N, 


Daughter (N. L. N.). This white girl was first 
seen July 9, 1951, at age 2 months. She was the 
product of a normal term delivery. It was stated 
that the present eruption had begun within the first 
five days and rapidly progressed to the stage of our 
original examination. Several attempts at treat- 
ment were of no benefit. At the time of our 
original examination she was noted to have an 
inflammatory and infiltrated papular eruption. This 
was symmetrical and involved the medial aspects 
of the arms, dorsa of the forearms and wrists, 
inguinal areas, and inner thigh. Many of the lesions 
were lichenoid. The lesions were intact and ap- 
parently withcut symptoms. There were no en- 
larged lymph nodes and no palpable viscera. The 


_ child appeared normal in all other respects. Growth 


and development were normal for age. A complete 
blood count and a urinalysis were done and were 
normal. A biopsy was suggested but declined. The 
child was not seen again until Aug. 12, 1952, aged 
13 months, at which time the original eruption had 
disappeared. The infiltration was entirely absent. 
Where the original eruption had been, there were 
reticulated patterns of hyperpigmentation overlying 
which there was superficial atrophy. The color was 
a slate-gray. Pigment of identical appearance was 
also noted in the inguinal and axillary folds, al- 
though no primary reaction had previously been 
observed in these areas. The number of deciduous 
teeth was deficient for age. At the vertex of the 
scalp there was a zone of shozt kinky hair. Physi- 
cal examination was otherwise normal. Growth and 
development were normal. At this time dental 
x-rays were made and it was stated (Dr. Ira 
Brownlie) that 50% of permanent tooth buds were 
missing. Biopsy declined. 

Mother (Mrs. H. W. N.), age 27, states that 
she had an eruption that was purported to be 
almost identical in location with her daughter’s. 
This, too, faded, leaving areas of pigmentation on 
the inner thigh, lower abdomen, medial aspects of 
arms, axillary folds. Examination revealed areas 
of hyperpigmentation almost identical with those 
of her daughter. History and dental x-rays re- 
vealed that the mother also had only 50% of her 
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Fig. 1 (Case 1).—Mother, aged 27. Presents 
residual hyperpigmentation in axillae and along lat- 
eral aspects of thighs. Has 50% of permanent teeth. 


permanent teeth. She also has an area of abnormal 
hair growth at the vertex. She also had an ex- 
ternal strabismus and has had lowered visual acuity 
in the left eye since early childhood. A biopsy speci- 
men was taken from an area of pigmentation and 
submitted to Dr.-Fred Wiedman. His microscopic 
examination was reported as being “consistent with 
incontinentia pigmenti.’’ ‘ 

Family History: The present findings are ap- 
parently present in only these two generations. 
There is no history of consanguinity in either the 
parents or the grandparents of this family. The only 
familial disease is psoriasis on the paternal side 
(Mr. H. W. N.). The present mother had an 
uneventful pregnancy, as did her mother during her 
period of gestation. 

Impression : Incontinentia pigmenti in mother and 
child associated with congenital absence of many 
permanent teeth and localized ectedermal defect of 
hair. 

CasE 2.—Mrs. M. B, and daughter M. B. 


Daughter. This 11-month-old white girl was 
first seen by us March 12, 1954. History revealed 
that she was born April 22, 1953, and was admitted 
to the Children’s Hospital that same day for hemor- 
thagic diathesis of the newborn. This responded 
promptly to vitamin K, transfusion, and penicillin. 
On the day of discharge one week later an eruption 
was noted about the waist and diaper area that was 
reported as being “urticarial.” The mother states 
that this eruption gradually spread to the trunk and 
extremities. This remained in an inflammatory 


phase for about two months. At this time the 
original lesions disappeared and were replaced by 
areas of hyperpigmentation. The child’s general 
health and development were otherwise normal. 

At the time of our examination: the skin was of 
normal texture but showed areas of hyperpigmenta- 
tion along the medial and posterior aspects of the 
extremities and in horizontal linear fashion about 
the trunk. The color of the lesion was a muddy 
gray. There was no associated atrophy of skin. 
The mother stated that the discoloration was lo- 
cated in the areas of previous skin eruption. Physi- 
cal examination was otherwise normal. Dental 
x-rays revealed that no permanent tooth buds were 
present. : 


Mother: Age 28. History (from written history 
by her mother): During the first five weeks she 
developed a rash which persisted for 11 months. 
This finally faded, leaving dark, rather irregular 
freckles in the groin, under the arms, down the 
sides of the trunk, around the waist, and. inside 
the legs. She had no teeth until age 12 months. 
At age 10 years dental x-rays showed that she was 
lacking 15 permanent teeth. She was seen by a skin 
specialist during her first 16 months, and he diag- 
nosed the condition as skin tuberculosis. There was 
no other evidence of tuberculosis, and repeated 
chest x-rays were normal. The growth and devel- 
opment were normal. There was no other family 
incidence of tuberculosis. 


Fig. 2 (Case 2).—Daughter, aged 11 months. 
Hyperpigmentation on lateral thorax and abdomen 
and along posterior thighs. No permanent tooth 
buds visible on x-ray study. Mother has residual 
pigmentation in axillae and is lacking 12 perma- 
nent teeth. 
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At the time of our examination the skin was 
entirely normal in texture and free from any 
scarring. In the axillary areas there were irregular 
areas of slate-gray pigmentation. Many teeth were 
missing and replaced by dentures. 

Family History: There is no history of con- 
sanguinity and no other familial disorders. The 
mother’s pregnancy was uneventful. 

Impression: Incontinentia pigmenti in daughter 
and probably incontinentia pigmenti in mother with 
congenital absence of teeth. 


COMMENT 


The onset of symptoms generally begins 
within the first weeks of life. The eruption 
at first may be difficult to categorize on the 
basis of clinical findings. The cutaneous 
manifestations may be separated into three 
types, i. e., bullous, verrucous, and inflam- 
matory. Several case reports have’ mentioned 
the lichenoid appearance of the early lesions. 
Our first case presented lichenoid papules 
when originally seen. Carney * has stressed 
the typical appearance of the bullous, or ves- 
icular, phase, which he feels is diagnostic 
even before the final stage of pigmentation. 
He states that this type of lesion is present 
in about 30% of the cases. The initial reac- 
tion may be present for several weeks or 
months before. involuting spontaneously to 
the final stage of pigmentation with or with- 
out some degree of superficial atrophy. The 
pigmentation is bizarre and at times striking 
in appearance. The color is usually slate- 
gray and may be located in the original areas 
of involvement or at locations somewhat re- 
mote from the original sites of inflammatory 
reaction. The pigmentation generally has a 
linear pattern on the extremities, and it may 
be arranged in horizontal patterns about 
the trunk. The pigmentation may also be 
arranged in reticulated and lacy patterns. 
The pigmentary phase persists for an indefi- 
nite period and may remain into adult life. 
As previously mentioned, concomitant de- 
velopmental anomalies are frequently pres- 
ent. Those may be grossly obvious at or 
soon after birth. If not, they should be sus- 
pected and looked for when the diagnosis is 
made. The following history of associated 
congenital anomalies has been noted: func- 
tional disturbances of the central nervous 
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system, mental deficiency, faulty dentition, 
developmental defects of hair, alopecia, re- 
tarded growth and development, strabismus, 
follicular atrophoderma, developmental de- 
fects of the eye, optic atrophy, dystrophia 
unguinum, congenital heart disease, and sey- 
eral others. In our cases there was congeni- 
tal absence of permanent teeth in mothers 


‘and children. One mother (Case 1) also 


had an area of abnormal hair growth at the 
occiput, in which the hair was short, coarse, 
and fuzzy. The remaining hair was normal. 
Her daughter has almost identical hair 
changes. 

The etiology is unknown. Uebel® and 
Haber’ suggest the possibility of intercur- 
rent viral infection during gestation. The 
possibility of this factor being present has 
not been mentioned in other cases. Becker * 
believes that the pigment is postinflamma- 
tory and similar to that seen following such 
conditions as lichen planus, lupus erythema- 
tosus, Riehl’s melanosis, parapsoriasis, poi- 
kiloderma, and others. Zimmerman and 
Cornbleet * have fixed the time of onset of 
the development of the hair and teeth at the 
fourth to the sixth embryonic month. One 
may calculate the approximate time of onset 
during fetal life by knowing the embryonic 
development of the structures involved. Ep- 
stein ® believes that the condition is an epi- 
dermal abnormality that must have origi- 
nated in fetal life, if not genetically fixed. 
Curth *° presented two cases in sisters but 
was unable *o find out about the mother. 
She felt her ! vo cases represented a family 
trait. Neageli,1t who described some of the 
earliest cases, was the first to record a 
genetic relationship. His cases consisted of 
a father and uniovular twins. Sulzberger ” 
in 1938 presented a case in a 19-year-old girl 
with incontinentia pigmenti, the members of 
whose family also demonstrated a variety of 
ectodermal defects. No other cases that we 
can find have recorded a genetic relationship. 
The four cases presented would indicate that 
a genetic relationship is definitely present as 





* Becker, S. W.: Personal communication to Dr. 
Stephan Epstein, cited by Epstein, Vedder, and 
Pinkus. 














INCONTINENTIA PIGMENTI 


a predisposing factor in the etiology of at 
least a part of the recorded cases. 

The pathology has been adequately de- 
‘ scribed by a number of authors. This consists 
1 of a diminution in the number of pigment- 
: laden cells within the basal layer of the epi- 
. dermis. Within the corium there are increased 
; numbers of chromatophores. These chroma- 
) tophores contain melanin and have no partic- 
ular relationship as to location about append- 
ages, blood vessels, or nerves. It has been felt 
that the chromatophores arrive at their loca- 
tion in the corium by “dropping down” from 
the overlying epidermis. It may be stated that 
the microscopic findings are characteristic 
but not diagnostic when sections from the 
areas of pigmentation are studied. Micro- 
scopic sections taken during the early phases 
of the reaction may vary according to the 
clinical type. The verrucous reactions dem- 
onstrate a disturbance in keratinization with 
acanthosis, papillomatosis, and  intraepi- 
dermal centers of keratinization similar to 
those seen in seborrheic keratoses. There is 
nothing characteristic about the inflamma- 
tory infiltrate. In some instances there may 
be incomplete development of appendages or 
agenesis thereof. The anatomical location of 
the pigment has been a matter of discussion 
and varying opinions. Hopkins ** felt that the 
pigment-laden areas lay in the perivascular 
spaces and wandered out along the lym- 
phatics. Sulzberger stated that the chroma- 
tophores were irregularly spaced and didn’t 
follow the vessels or nerves. Findlay ** em- 
phasized the tendency of the pigment in his 
case to follow the so-called nevus lines of 
Blaschko. In our first case we were able to 
follow the transition from the inflammatory 
phase to the pigmentary phase. The final 
location of the pigment did not necessarily 
coincide with the original areas of involve- 
ment. This would support the theory that the 
pigment may migrate along perivascular 
Spaces or through superficial lymphatics to 
its final destination. 

The condition is predominantly found in 
females. There is no apparent racial inci- 
dence. 

















On the basis of the cases reported by 
Naegeli, Cockayne ** stated that the presence 
of the condition in uniovular twins is strong 
evidence that it is inborn. Also the fact that 
it was present in a father and his two children 
showed that it may be inherited as a domi- 
nant. He stated that whether it was a simple 
dominant could be decided only when more 
cases have been presented. The cases of 
Curth also suggest dominant inheritance, but 
the condition of the parents was unknown. 
Our cases in two families also follow the 
pattern of dominant inheritance. It is inter- 
esting also that the mother and daughter in 
Case 1 are almost identical images of each 
other. So far the daughter has the same tooth 
pattern as the mother and the same type of 
hair anomaly. It is admitted that the case 
of the mother in Case 2 leaves some room 
for speculation. One cannot discount entirely 
the original impression of cutaneous tubercu- 
losis, but in the light of subsequent clinical 
events in the mother and child this seems 
somewhat unlikely. That the daughter has 
incontinentia pigment’ seems clear. 

It is hoped that the presentation of these 
cases will serve two purposes: to add two 
more case studies that substantiate the role 
of heredity in a certain percentage of cases 
of incontinentia pigmenti, and to point up 
the importance of the role of heredity in the 
proper evaluation of many cases of dermato- 
logic interest. 


SUMMARY 


We have presented four cases of inconti- 
nentia pigmenti that have occurred in two 
unrelated families. These cases substantiate 
the original concept that this condition may 
be a dominant trait. A brief review of the 
clinical classifications, etiologic theories, pa- 
thology, and pathogenesis has been presented. 

Permission was given by Drs. J. H. Lyday and 


P. C. Hoch to present Case 1, and by Drs. J. M. 
Nelson and C. D. Govan to present Case 2. 
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ONAN 


N OPTICAL microscope is unable to 
form a clear image of any object smaller 
than about 0.2 (ap is 0.001 mm.). The 
electron microscope,’ utilizing a beam of 
electrons with much shorter wave length 
than visible light, is able to resolve particles 
less than 20 A. apart (an A. is 0.0001 ,»). 
A beam of electrons differs from visible 
light in the extreme readiness with which 
it is stopped by all forms of matter, including 
air. As a result, electron microscopy must be 
carried out in a vacuum with desiccated and 
necessarily nonliving specimens. J5ecause 
specimens must be sufficiently thin fur beam 
penetration, effective histological work was 
delayed until practical techniques of prepar- 
ing ultrathin tissue sections were developed.* 
The origin of contrast in the electron mi- 
croscope is entirely different from that in 
the light microscope. For this reason, to- 
gether with the increased order of magnifi- 
cation, it is necessary to establish the char- 
acteristic appearance of normal tissue before 
embarking on a study of pathological speci- 
mens. 

This paper describes the structures of nor- 
mal human skin as seen with the electron 
microscope. Although many optical micro- 
scope studies of these structures have been 





From the Medical Service, Radioisotope Labora- 
tory, General. Medical and Surgical Hospital, Vet- 
erans Administration Center, and the Division of 
Dermatology, Department of Medicine, and Depart- 
ment of Radiology, University of California Medi- 
cal Center. 

Read before the Section on Dermatology and 
Syphilology at the 103rd Annual Meeting of the 
American Medical Association, San Francisco, June 
24, 1954. 

* References 2 to 4. 


STUDY OF NORMAL SKIN WITH THE ELECTRON MICROSCOPE 


reported, any attempt at this time to recon- 
cile differences would, in our opinion, be 
premature. 

METHOD 

Excisional biopsy specimens of nermal human 
skin were cut into pieces approximately 2 mm. in 
diameter and placed in 2% osmic acid for two hours. 
They were then dehydrated with the usual ethyl 
alcohol solutions from 60% to absolute, followed by 
immersion in 1:1 mixture of absolute ethyl alcohol 
and n-butylmethacrylate monomer containing di- 
chlorobenzoyl peroxide catalyst. After one hour the 
specimens were put in pure methacrylate and re- 
frigerated at 5 C. for 15 to 18 hours. Each piece 
was then put .n a No. 0 gelatin capsule containing 
fresh :nethacrylate and polymerized in a 45 C. oven 
for 15 to 20 hours. 

Sectioning was performed with a Spencer micro- 
tome, Model 820, with the special wedge modifica- 
tion of Pease and Baker and steel knives sharpened 
by the Hillier technique. Sections were floated off 
on 50% dioxane containing sodium chromoglucosate 
and picked up on 200-mesh silica-coated screens. 
The embedding medium was partially removed by 
sublimation before examination in the electron 
microscope. Occasionally specimens were uranium 
shadowed before viewing. 


OBSERVATIONS AND COMMENT 


Figure 1 is a section of face skin showing 
keratin and keratohyalin granules. The kera- 
tin is in the form of dense fibers which are 
laid down upon one another to form a strati- 
fied layer. These fibers are wavy and folded, 
resembling the rugged contours of a moun- 
tain range. Their structure is too dense for 
any internal detail to be made out. Some 
evidence of branching can be seen. 

Above the keratin are keratohyalin gran- 
ules. These are elongated, irregular in out- 
line, send out fine branches, and at this 
magnification bear a striking resemblance to 
the keratin fibers. In addition those granules 
nearest the keratin appear to be in the proc- 
ess of merging with this layer. 

Figure 2 is a single cell of the stratum 
granulosum. The nucleus seen in tr: center 
of the picture has a poorly defined membrane, 
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of the stratum granulosum are the manu- 
facturers of keratin. They form the kerato- 
hyalin granules which anatomically appear to 
be young keratin fibers. These are finally 
laid down in the horny layer as keratin. 


Fig. 3—A group of prickle cells showing well- 
defined nuclei and surrounding cytoplasm but no 
cell membranes. Delicate bridges connect the cells, 





Fig. 1—The stratum corneum lies along the lower 
part of the figure with the keratohyalin granules of 
the stratum granulosum lying above it. 


indicating that it may be in the process of 
degeneration. The cytoplasm which makes 
up the remainder of the picture has in it 
keratohyalin granules which are elongated, 
irregular, and dense. As in the previous 





Figure 3 is a small group of prickle cells 
from the midportion of the stratum muco- 
sum. As we have previously reported,® these 
cells do not have any apparent cell mem- 
branes. The interlacing fibrils in the cyto- 
plasm, called tonofibrils, have been described 
many times with the light microscope. There 


Fig. 4—The region of the intercellular bridges, 
showing the borders of two adjoining cells and 
within the cytoplasms a portion of each nuclear 
membrane. 





_ Fig. 2—A cell of the stratum granulosum with 
its nucleus still intact and its cytoplasm filled with 
keratohyalin granules. 


figure, the granules have slender processes 
or branches. Meirowsky and Freeman * have 
studied keratin with the electron microscope 
and described the manner in which it ap- 
parently branches. They postulated from this 
that keratin may be living rather than dead 
matter capable of actual new growth. Our 
studies have led us to conclude that the cells 
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Fig. 5.—The basal cells containing melanin gran- 
ules and to their right the dermis. The section is 
cut too thick to show a basement membrane. 


is considerable evidence to suggest that they 
are artifacts produced during the fixation 
of the tissue. The intercellular bridges or 
prickles appear at this magnification to be 
dense fibers running from one cell to another. 
However, when we greatly magnify these 
structures as in Figure 4, they are seen to 
be actual bridges or tubes through which 
the cytoplasm of one cell mixes with that 
of its neighbors. It is not possible at the 
higher magnifications of this . picture to 
identify a structure which can be labeled a 
node of Ranvier. It is our present belief that 
such a structure is illusory. 


Fig. 6—A membrane occupies the upper part of 
the figure separating the collagen fibers of the cor- 
ium from the basal cells. 








NORMAL SKIN STUDIED WITH ELECTRON MICROSCOPE 


Pease,’ in his study of normal skin with 
the electron microscope, concluded. that, al- 
though cell membranes of prickle cells were 
difficult to see, they could be identified at 
the midpoint of the intercellular bridges. 
This conclusion would have the prickles 
lying within the cytoplasm of the cell. Gess- 
ler and his ‘associates * have published elec- 
tron micrographs of normal human breast 
skin in which they describe apparent cell 
membranes in the cells of the stratum ger- 
minativum. 

Our findings, therefore, disagree with 
these previous reports in that the prickle cell 
layer as we see it is syncytial in character. 





Fig. 7—An eccrine sweat gland. 


Figure 5 is an electron micrograph of the 
basal cell layer and epidermal-dermal junc- 
tion. The basal cells like prickle cells have 
no apparent cell membranes and join with 
one another by intercellular bridges forming 
a syncytium-like layer. In the cytoplasm of 
these cells are melanin granules appearing as 
small, dense, round particles, relatively uni- 
form in size and shape. They are more nu- 
merous in the distal parts of the cells, where 
they form the so-called nuclear caps. They 
form single rows on the outer surface of the 
nuclear membrane and in no place appear 
to be within the nucleus.° 

The epidermal-dermal junction is too dense 
in Figure 5 for any detail to be made out. 
However, in Figure 6 this area is seen much 
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more clearly. The basal cells are more closely 
packed and appear on cursory examination 
to be separated from one another by cell 
membranes. However, on closer inspection 
it can be seen that this impression is created 
by the density of the tonofibrils and inter- 
cellular bridges at the borders of the cells. 
There does appear to be a definite membrane 
scparating the basal cells from the connective 
u sue fibers of the dermis. Although there is 
obvious contact between this membrane and 
the dermal fibers, it is not possible to describe 
any arrangement which would prove that this 
is what keeps the epidermis and dermis to- 
gether. Certainly we cannot say whether 





Fig. 8—Myoepithelial cells lie between the epi- 
thelial cells and the hyaline membrane. 


anatomical or physicochemical forces or both 
are responsible for the adherence of the cpi- 
dermis and dermis. 

Gray, Blank, and Rake *° have also referred 
to a membrane existing at the epidermal- 
dermal junction in their electron microscopic 
studies of skin. In addition Pease described 
dense fibers in the lower portion of the basal 
cells which apparently connected with the 
dermis. However, he concluded that these 
so-called Herxheimer fibers, like tonofibrils, 
are probably fixation-induced artifacts. 

A cross section of the secretory portion 
of an eccrine sweat gland is seen in Figure 
7. The compact epithelial cells have a trun- 
cated appearance with wide bases and nar- 
rower apices in contact with the central 
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Fig. 9—Cells of a sebaceous gland with globules 
of fat filling the cytoplasm. 


lumen of the gland. Their nuclei are cen- 
trally located, and in their cytoplasm are 
occasional amorphous granules. 

The myoepithelial cells are best seen in 
Figure 8 lying on the basement membrane. 
Their cytéplasm is composed of delicate fibrils 
arranged in parallel fashion in the long axes 
of the cells. They closely resemble smooth 
muscle cells. 

Figure 9 is a small area of a sebaceous 
gland. The cells are separated from one an- 
other by apparent membranes. The nuclei are 
relatively small compared with the size of 


Fig. 10—Collagen fibers showing characteristic 
banding. This is from a section and not a teased or 
macerated preparation. 































































the cells. The very abundant cytoplasm con- 
tains many translucent droplets of fat. 

Figure 10 is a section of leg skin showing 
collagen fibrils. This section was shadowed 
with uranium, a technique which brings out 
greater contrast. The fibrils show the band- 
ing or periodicity of dark and light areas 
previously described by Schmitt and co- 
workers }* and Gross and Schmitt."t These 
earlier studies were mainly done on fibrils 
which had been dried on a substrate or ob- 
tained by teasing apart bits of tissue. Wyck- 
off,{* however, has prepared thin sections 
of tendon and also chorioallantoic membrane 
of the chick embryo in which he demonstrated 
these striations. The fibrils in our sections are 
comparable in their configuration and regular 
periodicity with those in the above-men- 
tioned studies. 

SUMMARY 


Ultrathin sections of normal human skin 
have been examined with the electron micro- 
scope. 

Keratin is laid down as fibers which are 
wavy, and irregular and have branching 
processes. 

Keratohyalin granules resemble closely the 
appearance of keratin and appear to be newly 
formed keratin fibers. 

The prickl: cells of the rete are arranged 
in a syncytial pattern with the intercellular 
bridges being the cytoplasmic connections of 
adjoining cells. 

Basai cells resemble prickle cells in their 
syncytial arrangement. 

Melanin granules are spherical and uni- 
form. 

A membrane appears to separate the basal 
cell layer from the corium. The connective 
_ tissue fibrils seem to connect with this mem- 
brane. 

The secretory portion of eccrine sweat 
glands is demonstrated. Myoepithelial cells 
have a fibrillar cytoplasm and _ resemble 
smooth muscle cells. 
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Cells of sebaceous glands are demon- 
strated. 


The transverse banding of collagen fibers 
is demonstrated in ultrathin sections. 
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MEASURABLE electrostatic charge 
can be formed on the surface of an ob- 
ject which is a relatively poor conductor of 
electricity. Friction is the usual mechanism 
whereby this surface charge is produced. 
This is easily demonstrated by rubbing wool 
on an amber rod. This electrostatic charge 
remains relatively static on the surface of an 
object, but it is rapidly dissipated when the 
object is grounded. 


PRELIMINARY STUDIES 


In the past year we have been investigat- 
ing electrostatic electricity as a possible fac- 
tor in pruritus of dry skin dermatoses, and 
have determined the following facts: The 
body surface harbors an electrostatic charge, 
and the quantity of this charge is measurable 
with an electrostatic voltmeter. The voltage 
is quite variable; in different persons it 
ranges from a few volts to more than a thou- 


sand volts. We have found that patients who- 


have a dry skin tend to have a higher voltage 
than patients with a normal or moist skin. 
The moisture of the skin surface varies with 
the atmospheric humidity. The skin surface 
voltage varies inversely with the relative 
humidity. As the moisture content of the 
air is decreased there is a tendency for the 
surface voltage to be increased, and as the 
relative humidity increases the surface volt- 
age decreases. The resistance the skin offers 
to the passage of an electric current and the 
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skin voltage are also found to be increased 
in persons with diminished or absent sweat- 
ing. The type of clothing worn by the person 
has an effect on the surface voltage. Fabrics 
such as wool or nylon tend to cause an in- 
crease in the surface voltage. The relation 
of the patient with respect to ground affects 
the surface voltage. It is difficult to maintain 
an electrostatic charge on the body surface 
if the patient is connected to a ground by 
means of a wire. When a patient is placed 
in a situation in which the body has rela- 
tively little contact with ground, the electro- 
static surface charge is increased in quantity. 
The latter situation is found when a patient 
is in bed. 

Scratching and rubbing of the skin in- 
creases the static charge present on the skin. 
If a patient with normal skin is placed in a 
chair or bed which is insulated from the 
ground, an increased voltage is demonstrable 
on the electrostatic voltmeter when the pa- 
tient rubs or scratches the skin. The voltage 
returns immediately to the base line level 
when the rubbing is stopped. When a dry- 
skinned person is placed in the same insu- 
lated situation and made to rub his skin, a 
significantly higher voltage is produced in 
comparison to the normal person. The return 
of the voltage to the base line level is slower 
in the dry-skinned person. 


CLINICAL APPLICATION 


A small series of patients with dry-skin 
dermatoses, such as atopic dermatitis, ex- 
foliative dermatitis, and senile skin, were 
investigated to determine whether there was 
a correlation between their pruritus and the 
presence of an increased electrostatic surface 
charge. As previously stated, the patients 
with dry skin showed an increased electro- 
static voltage when in bed. These patients 
almost uniformly stated that their pruritus 
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was worse at night after they had retired. A 
surface charge was prevented from being 
accumulated by grounding the patients with 
a metal plate applied to the skin and wired 
to a ground, for example, to a radiator or 
water pipe. The patients with disseminated 
neurodermatitis reported a decrease in pruri- 
tus while grounded and stated that they spent 
a more comfortable night. One patient with 
exfoliative dermatitis was enabled to sleep 
comfortably without the aid of dipnenhydra- 
mine (Benadryl) and barbiturates, which he 
had required for some months previously. 
On the other hand, a patient with dermatitis 
herpetiformis noted no effect from being 
grounded. As a control, alternate patients 
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were grounded with a broken wire. These 
latter patients noted no change in pruritus. 
It was not suggested to any of the patients 
what to expect from the grounding wire. As 
yet we have not determined a suitable method 
of keeping a patient continuously grounded. 
This would seem to be essential before an 
evaluation of any lasting beneficial effects 
from this procedure can be determined. 
This is a preliminary report, and at pres- 
ent a more extensive series of patients is 
being studied. It is an interesting speculation 
that the antipruritic effects of baths, com- 
presses, and some antiprufitic lotions or oint- 
ments may in some way be related to their 
effect on the electrostatic surface charge. 















CHEMICAL SYMPATHECTOMY 


New Approach to Treatment of Localized Hyperhidrosis 
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and 
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A 


N THE military veteran population, ex- 

cessive sweating of the palms and soles 
is not an uncommon complaint. Of one thou- 
sand consecutive dermatological patients with 
service-connected skin disorders, 30 patients 
were found to have hyperhidrosis of the 
hands and/or the feet, and 21 patients had 
dishidrosis. These cases were all carefully 
diagnosed and selected by eliminating fun- 
gus and pyogenic infections, sensitization 
dermatitis, and the eczematoid eruptions. Ac- 
cording to Hopkins and his associates,’ sym- 
metrical lividities were described as “sharply 
bordered plaques of white, soggy skin sur- 
rounded by narrow violet-red borders. The 
plaques often appeared slightly raised. Little 
beads of clear fluid appeared on their surface 
. . . the areas were often extremely sensi- 
tive to touch.” Furthermore, all the selected 
cases of hyperhidrosis manifested secondary 
skin changes, such as maceration, denuda- 
tion, or lividity. Most patients additionally 
complained of bromidrosis and burning or 
soreness at points of pressure (heels and 
metatarsal heads). Some gave a history of 
trench foot or frozen feet preceding their 
present disability, and it is felt by the authors 
that such exposures may be a precipitating 
or causal factor in certain instances of hyper- 
hidrosis. On the other hand, the vast majority 
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of the patients could be classified as having 
anxiety neurosis or so-called neurocircula- 
tory asthenia, with a tendency to hyperhi- 
drosis. This bears out the impression that 
soldiers with such personalities are more 
prone to frozen or trench foot. 

The handling of these cases posed a prob- 
lem. Many and varied treatments have been 
proposed in the past to control this condi- 
tion. Hopkins? obtained improvement in 
83% and complete clearing in 33% of 76 
cases of symmetrical lividity with a 4% form- 
aldehyde paint. Local application of alumi- 
num acetate or chloride has been reported as 
an effective measure. Borak and his co-work- 
ers * have reported on their successful results 
with roentgen therapy for hyperhidrosis in 
122 patients who were followed from 2 to 
18 years. Miescher and Bohm * have similarly 
obtained good results with x-ray treatment 
in 83% of patients with continuous sweating 
and in 28% of those with intermittent sweat- 
ing. Internally, atropine and its derivatives, 
and more recently methantheline (Ban- 
thine)* and diphenmethanil methylsulfate 
(Prantal)’ have been used. Zupko ® has re- 
ported on his success with methantheline, 
and Nelson,’ who found diphenmethanil 
methylsulfate to be a valuable drug, stated 
that “neither Prantal nor Banthine is con- 
sistently effective.” This was our experience 
with all of the forementiored methods of 
treatment, For the most part the results were 
either temporary or dissatisfying. 

Sympathectomy was considered, but since 
this is a formidable procedure and involves a 
relatively long hospitalization, a procedure 
was sought which would produce sympathec- 





* References 4, 5, and 6. 














tomy effect, would be conservative, and could 
be adequately managed on an outpatient 
basis. The objective was to induce a “chemi- 
cal sympathectomy” with 95% alcohol in 
lien of surgery. The neuroanatomical and 
physiological basis for the procedure lies in 
the fact that sweat gland activity is stimulated 
through fibers from the thoracolumbar sym- 
pathetic outflow: the upper extremities es- 
sentially through T-1 and T-2 via the stel- 
late ganglion, and the legs and feet through 
L-2 to L-4.§ 


The patients selected for sympathetic block 
procedures were first given a neurological 
examination. The procedure and the expected 
effects were briefly described to the patient. 
The procedures were carried out on a Thurs- 
day morning, the patients then kept quietly 
at rest until late afternoon, when they were 
transported home by automobile. They were 
advised to remain in bed for one day and to 
get into graded activity over the following 
two days. By the following Monday they 
were expected to resume normal activity. 


Patients who were to have stellate block 
were given preliminary procaine block of the 
cervical sympathetic chain, using an anterior 
approach, and depending on descending in- 
filtration for effect. This allowed such pa- 
tients to appreciate a Horner’s syndrome, 
which would be expected as a concomitant of 
the alcohol stellate block. 


The technique for cervical sympathectic block is 
as follows: The patient is placed in a semire- 
cumbent position on the operating table with the 
head of the table raised about 30 degrees. The head 
is rotated laterally from the sagittal plane to the 
side opposite that which is to be injected. The as- 
sisting nurse palpates the temporal artery until the 
operator has fixed his position of injection and noti- 
fies the operator in the event the temporal pulsation 
is not palpable. The sternomastoid muscle and the 
carotid artery are pushed laterally with the left 
index finger, the trachea being pushed medially 
at the same time. This maneuver is performed over 
the transverse process of the sixth cervical vertebra, 
which is topographically at the level of the cricoid 
cartilage. A small procaine skin wheal is made just 
above the index finger. Ten cubic centimeters of 
2% procaine is then injected via a short 20-gauge 
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needle which has been: inserted through the skin 
wheal at 90 degrees with the plane of the body. The 
needle should contact the transverse process %4 to 
4 in. (0.64 to 1.27 cm.) under the skin. After the 
injection the patient is immediately brought to a 
full sitting position. The desired effect is obtained 
in 5 to 10 minutes and lasts one to three hours. 

For the major procedures patients are given pre- 
operative medication of 1% grains (0.1 gm.) of 
pentobarbital sodium. They are placed on the oper- 
ating table on the side opposite to that in which 
they are to be injected and assume the same position 
as that used for lumbar puncture. Injection of the 
stellate ganglio:. is carried out as follows: Four 
centimeters lateral to the tips of the spinous proc- 
esses of the seventh cervical and first thoracic verte- 
brae, intradermal wheals are made with 2% pro- 
caine. Ten-centimeter needles with rubber markers 
for depth on the shaft are inserted perpendicu‘arly 
as far as the transverse process or the rib, generally 
at a depth of from 3 to 5 cm. The needle is then 
manipulated caudally until it reaches the lower 
border of the transverse process. The depth marker 
is pulled out 4 cm. from the skin, the needle inclined 
about 20 degrees with the median sagittal plane, and 
pushed inward until second contact with bone is 
made at a depth of about 3 cm. Injection should 
nct be made unless the tip of the needle is fe‘t to 
lie against bone. The desired effect is first obtained 
after an injection of 3 cc. of 2% procaine through 
each needle. Only after this effect is obtained with 
procaine is 5 cc. of 95% alcohol injected through 
each needle. Procaine effect should be noted in five 
to seven minutes. 

Injection of the second to fourth lumbar sym- 
pathetic ganglia is carried out in the following 
manner: intradermal 2% wheals are made 3 cm. 
lateral to the edge of the respective lumbar spines 
of the second, third, and fourth lumbar verte- 
brae. A 10-cm. needle is then inserted perpendicu- 
larly as far as the transverse process, usually at a 
depth of 3 to 4 cm. The needle is then passed slightly 
upward over the transverse process and slightly in- 
ward for a depth of from 2.5 to 3.5 cm., remaining 
in contact throughout with the vertebral body. 
After the desired effect is obtained with 3 cc. of 
2% procaine at each interspace, 10 cc. of 95% alco- 
hol is injected very slowly. 


For more detailed information regarding 
the technique of injection the reader is re- 
ferred to standard texts on the subject.¢ It 
may also be mentioned that in two patients 
on whom lumbar sympathetic block was per- 





+ References 8 and 9. 
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formed there was sufficient seepage of alcohol 
to the contralateral side that a bilateral effect 
was obtained from unilateral injection. 


Postoperative discomfort lasted 24 to 48 


hours. Mild radicular pains were present in 
about one-half the patients, lasting two weeks 
to three months. Complications consisted of 
the following : The patient who has been sus- 
pected of having a possible ruptured intra- 
vertebral disc failed to get the desired block 
effect on one side, but instead developed 
neuropathy with psoas weakness. The other 
side retained the sympathectomy effect well 
after the block. One patient developed severe 
radicular pain lasting several weeks, with a 
good block effect, however, on that side and 
excellent result on the opposite side. It has 
generally been found best to carry out bilat- 
eral lumbar sympathetic block at one opera- 
tion in order to reduce total postoperative 
discomfort and to avoid the reluctance that 
patients sometimes have for coming back for 
a second block. 


The results on 10 patients are being re- 
ported. With the exception of one woman 
who had a stellate block, all the patients were 
men, ranging. in age from 25 to 35 years. 
Four of them had stellate blocks, one bilat- 
eral, and three unilateral, the latter having 


Results of Sympathetic Block in Ten Patients 








Duration 
of 
Effect 
to 
Nov. 1, 
Reason for Type of 1953, 
Patient Block Block Mo. 
A.B. Pain and hyper- Stellate 38 
hidrosis following 
burns 
Pi. Postoperative pain Stellate 29 
(thoracoplasty), 
hyperhidrosis and 
Buerger’s disease 
Lk Undiagnosed pain Stellate pz! 
syndrome and 
hyperhidrosis 
A. T. Hyperhidrosis Stellate 4 excel- 
6 good 
D. B. Hyperhidrosis Lumbar 23 
E. P. Hyperhidrosis Lumbar 22 
R. H. Hyperhidrosis Lumbar 21 
J. K. Hyperhidrosis Lumbar 10 
J.C. Hyperhidrosis Lumbar 6 
Cc. B. Hyperhidrosis Lumbar 6 
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Fig. 1 (Case A. T.).—Dec. 11, 1952, three weeks 
after left stellate block, just before blocking of 
right stellate. 


been done mainly for pain syndrome, but the 
effect on hyperhidrosis being clearly demon- 
strable. Six patients had lumbar sympathetic 
block, five bilateral, and one unilateral. In 
all, the disappearance of lividity, maceration, 
wetness, and bromidrosis has been sustained. 
Postoperative warmth and dryness of limb, 
which were initially sustained for 48 to 72 
hours, have, with one exception, been sus- 
tained in all such cases (Table). The excep- 
tion was a case of bilateral extreme hyper- 
hidrosis of the hands (Case A.T., Table) in 
which a bilateral stellate block was done. An 
excellent effect was sustained for four 
months, but in the fifth month there was a 
mild return of moisture. To date, six months 
later, there has been no increase in moisture. 
The present condition is still a considerable 
improvement over the original hyperhidrosis. 
Horner’s syndrome and effect on hand mois- 
ture may be noted in Figure 1, taken three 
weeks after block of the left stellate ganglia. 


A brief description of three illustrative 
cases follows : 


Case 1.—A. T., a 41-year-old single, World War 
II veteran, government clerk, complained of severe 
anxiety symptoms and extreme hyperhidrosis of the 
hands. He was refractory to any psychotherapeutic 
attempt until such time that he first obtained dry 
hands. The patient was given a brief trial effect 

































eS with a unilateral, anterior cervical, sympathetic, 
~ procaine block. This was followed by a left stellate 
_ ganglion alcohol block. Lyophilized hyaluronidase 
_ (Hyadase) was added to the procaine solution. 
~ {Since then we have discontinued the use of lyophil- 
ized hyaluronidase because the induced spread effect 
. has on a few occasions resulted in a pseudopositive 
~ ganglion block effect.) Figure 1, taken three weeks 








Fig. 2 (Case C. B.).—A, May 14, 1953, dorsum 
of feet before bilateral lumbar sympathetic block. 
B, Sept. 9, 1953, four months later despite poor 
personal hygiene. 


after the left, alcohol, stellate block, demonstrates 
the left Horner’s syndrome and the dryness of the 
left hand. The right stellate ganglion was injected 
four weeks after the left, and the same effect was 
obtained. Though there has been slight return of 
moisture (Table) the patient is still retaining ade- 
quate dryness and has been able to profit from 
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psychotherapy. He is much happier at work and in 
his interpersonal relations. 

CasE 2—J. K., a 31-year-old, married, World 
War II veteran, telephone lineman, had hyper- 
hidrosis, lividity, and bromidrosis of his feet since 
1946. Three and four changes of socks per day were 
insufficient to keep him comfortable. He experienced 
only temporary improvement with local treatment 
and oral methantheline. The left lumbar sympa- 
thetic ganglia were blocked first. One week later 
the right lumbar sympathetic ganglia were blocked, 
but because of inadequate effect the block was re- 
peated in eight days. His feet have remained dry 
and comfortable despite heavy work in hot weather. 

Case 3.—C. B., a 40-year-old, single, emotionally 
unstable, World War II veteran, had suffered shrap- 
nel wounds of the legs and in addition complained 
of severe hyperhidrosis of his feet. He was treated 
with aluminum acetate (Burow’s solution) and 
methantheline for five months, with fair temporary 
improvement. He continued to show cyanosis of the 
dorsum of the toes and lividity of the entire plantar 
surface of feet and toes with soddiness and macera- 
tion about the toes (Fig. 2A). A bilateral effect was 
obtained with a left, unilateral, lumbar sympathetic 
approach. Postoperative discomfort was minimal. 
Despite an excellent sympathetic block effect, the 
surface appearance of his feet is below usual stand- 
ards because of his emotional instability, chronic 
alcoholism, and neglect of personal hygiene (Fig. 
2B). 


SUMMARY 


Chemical sympathectomy has been used ef- 
fectively to control hyperhidrosis in patients 
who have been refractory to a medical re- 
gime of treatment. This has, in addition, re- 
sulted in doing away with complications such 
as maceration, bromidrosis, and in some in- 
stances secondary infection. Chemical sym- 
pathectomy obviates the morbidity and risks 
of surgical sympathectomy. Results to date 
as to duration and eff: ct are comparable with 
those of surgical sympathectomy. With ade- 
quate facilities chemical sympathectomy can 
be carried out on an outpatient basis. 
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FULL LULL UU LAU 


HE CONTROVERSY still wages as 

to the pre-Columbian or post-Colum- 
bian origin of syphilis in America.’ In this 
particular instance, it is to be approached 
through studies made on comparatively re- 
cently excavated skeletons or parts of skele- 
tons, 57 in number, from Kinishba and from 
Vandal Cave in Arizona. 

Kinishba is situated in the White Moun- 
tains on the banks of an arroya in the White 
River valley near Fort Apache. At one time 
the village, or pueblo, consisted of 700 rooms 
and could have house from 1,000 to 1,500 
persons. Skeletons of the inhabitants were 
found in burial sites, in trash heaps ouside 
the rooms, in virgin soil, and in the floors of 
rooms. The area was systematically exca- 
vated by the Arizona State Museum, begin- 
ning in 1931. Vandal Cave was excavated 
under the direction of Dr. Emil W. Haury 
of the Department of Anthropology, Univer- 
sity of Arizona, in 1928. 

Tree-ring dating, first worked out by Dr. 
A. E. Douglass? of the University of Ari- 
zona, was employed at both sites. Forty- 
nine of 75 datable specimens of pine and 
pinion roof beams of Kinishba yielded over- 
all dates between 1233 and 1306 A. D. At 
Vandal Cave, two levels of occupation were 
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indicated by the excavations. Four deter- 
minations from the earlier basket-maker cul- 
ture, which preceded the period of pueblos 
and cliff dwellers, gave dates 608 and 683 
A. D., and the Pueblo III culture from their 
sites and tree-ring determinations showed 
none later than 1300 A. D. The single skele- 
ton from Vandal Cave was that of a male, 
buried in a shaft grave with numerous grave 
goods, and was from the Pueblo III culture. 
Moreover, the “polychrome potteryware”’ 
found at Kinishba was of the Pueblo III 
period. These data should definitely indicate 
the pre-Columbian age of all the skeletal 
material, 

The material consisted of 57 skeletons in 
more or less complete condition as far as 
number of bones was concerned. In some 
cases there might be a rather complete skele- 
ton, though this happened rarely. Again, 
there might be but a few bones. In every case 
the bones of each individual were packed in 
a firm, heavy, cardboard carton, accurately 
marked as to derivation and number on 
the box and on each bone. In four instances 
the material was that of infants, and in none 
of them was gross evidence of syphilis to be 
found. These bones were examined grossly 
by both Professor Kraus and Dr. Cole. Only 
those skeletons or parts of skeletons were 
brought to Cleveland that were deemed suffi- 
ciently suspicious to deserve further study, 
both gross and microscopic, at the Institute 
of Pathology of Western Reserve School of 
Medicine. 

In 0-36, there was a skull, lower mandible 
with many intact teeth, both femurs, one 
radius, one ulna, vertebrae, and bones of one 
hand. A right femur and the base of the 
skull were brought to Cleveland for further 
study. 

In 0-32, there were skull fragments, both 
femurs, and tibiae. These also were trans- 
ported to Cleveland. 
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Fig. 1—Two aspects, right tibia. Note fusiform 
expansion of shaft. 


In 0-22, there was an incomplete skull 
with perfect mandible and nasal bones, all 
the long bones, all hand and foot bones, ribs, 
and some vertebrae. The skull, on its inner 
and anterior aspect, showed extensive osteo- 
porosis. Williams,® (p. 794) states that 
symmetrical osteoporosis of the cranium is 
common in ancient Americans. 

In 0-39, there were skull fragments and a 
left humerus. Here, again, osteoporosis was 
present on the left temporal and occipital 
areas. 

In 0-86, a single femur showed nothing. 
In V1 B-V, the male from Vandal Cave, 
only the right tibia was available, and there 
was sufficient gross evidence of syphilis to 
warrant careful microscopic and radiologic 
study. 

In 0-17, there was extensive thickening of 
the skull posteriorly. The teeth showed no 
evidence of congenital syphilis. The right 
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femur showed diffuse changes, perhaps of 
osteoperiostitis. The left femur, also, showed 
some changes. The tibiae were grossly nega- 
tive. 

Skeletal fragments from eight adult hu- 
man subjects were submitted for examina- 
tion. Evidence of syphilis was strongly sus- 
pected in two of them. 


SUBJECT NUMBER 0-17 

The remains of O-17 included most of both 
tibiae and femurs, a fragment of the occipital 
bone, and portions of the left temporal, fron- 
tal, and parietal bones. Evidence of disease 
was confined to the right tibia and the skull. 
Right Tibia ( A-17-0-17).—Although small 
fragments of bone were missing from both 
extremities as a result of postmortem arti- 
fact, the corpus and most of both articular 
surfaces were intact (Fig. 1). The bone 
weighed 95 gm. and measured 32.5 cm. in 
length. A postmortem transverse interrup- 
tion in the bone continuity had been reap- 
proximated with plaster. There was no 
bowing of the shaft. Between the tibial 
tuberosity and the margin of the distal artic- 


Fig. 2.—Postmortem transverse interruption in 
bone reapproximated by: plaster.. Note multiple foci 
of communicating tracts through outer cortex. 
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ular surface, there was pronounced fusiform 
expansion of the shaft. This outward migra- 
tion of the cortex had obliterated the normal 
surface markings. The facies medialis, lat- 
eralis, and posterior had been filled in by 
new bone and rendered convex with result- 
ing obliteration of the crista anterior and in- 
terossea, as well as the linea poplitea. The 
resulting cross-sectional contour of the upper 
half of the shaft was oval and that of the 
lower half was circular. 

The surface of the expanded shaft had 
been rendered irregular by numerous pits 
and crevices, some of which were circular, 
some linear, and some serpentine. These 
ranged between 1 and 5 mm. in depth. Some 
apparently penetrated to the marrow cavity. 
Examination of the margins and sides of 
these depressions disclosed them to be of 
two types. In one, the cortical defects ap- 
parently represented the sites where the 


Fig. 3.—X-ray of two aspects, same bone. Diag- 
nosis: Osteoperiostitis, most likely due to syphilis. 
Border stripe distinct on both sides of right view. 

















Fig. 4—Right tibia (V1 B-V): Note bowing of 
tibia as seen in syphilitic osteoperiostitis congenita. 


cortex was normally penetrated by nutrient 
vessels or by Sharpey’s fibers. These open- 
ings appeared to have enlarged after death 
by contact with solvent fluids and did not 
appear to have resulted from a disease proc- 
ess. In some situations, this postmortem 
enlargement of preexisting channels had led 
to confluence of passageways, thus having 
converted the superficial cortex into a lacy 
framework of osseous material. The other 
type of depression did not appear to coincide 
with the normal subperiosteal openings in 
the cortex. The margins of these lesions 
tended to be rounded, were frequently over- 
hanging, and the bone forming their walls 
was characteristically more compact than 
than that of the adjacent cortex. The impres- 
sion was gained that there were multiple 
minute foci of communicating tracts extend- 
ing through the outer cortex with reactive 
condensation at their margins. (Fig. 2). 


On longitudinal section (Fig. 3), the cor- 
tex in the affected segment of bone was mod- 
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erately thickened, apparently by the forma- 
tion beneath the periosteum of multiple new 
lamellae, the long axis of which lay parallel 
to the long axis of the shaft. The medullary 
canal did not appear to have been reduced 
in diameter. Other than postmortem change, 
the bony trabeculae of the spongiosa were es- 
sentially normal. 

Representative sections studied after prep- 
aration by decalcification with nitric acid and 


Fig. 5.—X-ray of right tibia (V1 B-V) : Note the 
“Grenz Streife” border stripe. 


stained with hematoxylin and eosin, failed to 
demonstrate any changes not observed after 
detailed study of the gross specimen. Only 
the configuration of the osseous matrix was 
maintained. 

The radiographic interpretation of the 
specimen was osteoperiostitis, most likely 
due to syphilis (Fig. 3). 

Changes observed in the specimen were 
similar to those seen in known cases of 
syphilitic osteoperiostitis or syphilitic osteo- 
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myelitis with marked periosteal involvement. 
(Fig. 5). Thickening of the cortex was pres- 
ent with bone formation that was parallel to 
the surface. The focal interruptions in the 
cortex were probably produced by small 
gummata. There was no gross sequestration 
of bone fragments and no large sinus tract 
communicating with the surface, although 
some small tracts were present. Small tracts, 
such as were present in this bone, are fre- 
quently demonstrated in cases of syphilis. In 
syphilitic osteomyelitis, the cortex is more 
extensively involved than it is in syphilitic 
periostitis, and the pitting and thickening of 
the cortex is more generalized. Syphilitic 
osteomyelitis and osteoperiostitis are both 
seen more frequently in acquired syphilis 
than in congenital syphilis. 

The changes present in this tibia could be 
differentiated from those of Paget’s disease 
because of the uniformly parallel distribution 
of the new osseous lamellae. Because of the 
diffuseness of the process, the character of 
the new bone formation, and the absence of 
joint involvement, tuberculosis, actinomyco- 
sis, blastomycosis, and yaws could be ex- 
cluded with reasonable certainty. 

A more difficult problem was to distin- 
guish the lesion from that of pyogenic osteo- 
myelitis. No large regions of necrosis and 
no large sinus tracts were present. This, 
together with the fact that the process was 
diffuse and essentially productive, tended to 
exclude suppurative osteomyelitis. 

Skull Fragments (A-11-0-17). — The 
larger of the two specimens included most 
of the squamous portion of the left temporal 
bone and the zygomatic arch, a small at- 
tached segment of the zygoma, and small, ad- 
jacent, flat portions of the ala of the sphe- 
noid, small portions of the frontal, and small 
portions of the parietal bone. The specimen 
measured 15 by 9 by 1.5 cm., and weighed 
50 gm. 

The suture lines were distinct on the 
smooth, outer surface. There were linear 
grooves in the inner surface, coinciding 
with the distribution of the meningeal ves- 
sels. With this exception, the inner surface 
was also smooth. 
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Sections of the bones made perpendicular 
? to the flat surfaces demonstrated the usual 
) fine trabecular pattern of the diploé. A\l- 
though there was no focal thickening of the 
outer table, it was of nonuniform thickness, 
varying from 0.1 to 0.3 cm. in depth. A 
gradual transition existed from the thinner 
to thicker segments. In its entirety, the inner 
table was 0.1 cm. in thickness. ° 

The smaller of the two specimens was 
from the occipital bone. It measured 8 by 
6 by 1.5 cm. and weighed 19 gm. The inner 
and outer surfaces were smooth, and on 
section, the diploé showed a usual pattern. 
At one margin of the specimen, dense, os- 
seous tissue extended from one surface of 
the bone to the other; however, this could 
not be considered an alteration of structure 
since the notched configuration of this mar- 
gin suggested that it was probably at a 
suture line. The dense, outer table had a con- 
stant thickness of 0.6 cm. No lamellae could 
be demonstrated in the tables. The inner 
table was 0.1 cm. thick. 

Although the changes in the skull de- 
scribed in the foregoing paragraphs were 
characteristic of a type of periosteal osseous 
proliferation seen in syphilis, these were not, 
in themselves, pathognomonic of the disease. 
Since the tibiae from the same subject dem- 
onstrated almost certain evidence of luetic 
infection and since syphilis is the only dis- 
ease which could have produced the changes 
in both bones, it is reasonable to consider the 
lesion of the skull as probably the result of 
syphilis. 

SUBJECT NUMBER VI-B-5 

The remains of VI-B-5 included only the 
right tibia. 

Right Tibia (V1-B-5).—The entire in- 
ferior articular surface and the anterior as- 
pect of the superior articular surface of the 
bone were missing, presumably by post- 
mortem destruction. Otherwise, the speci- 
men represented the complete tibia. The 
bone weighted 85 gm. and had a length of 
25 cm. No bowing of the shaft was present. 
There had been distortion of the anterior as- 
pect of the bone by the presence of an oval 
nodule, measuring 8 cm. in length and 3 











































cm. in width. The configuration of the 
nodule was that of an ill-demarcated, low 
mound that gradually attained a maximum 
height of 0.4 cm. above the surrounding sur- 
face. Its presence in the middle one-third of 
the shaft had caused the concavity of the 
facies medialis to have become obliterated 
and the sharp margin of the anterior crest to 
have become indistinct. The surface of the 
nodule was smooth. Adjacent to the nodule, 
in the surrounding bone, there were several 
tiny, linear pits parallel to the long axis of 
the shaft, which probably represented. the 
sites at which nutrient vessels or Sharpey’s 
fibers penetrated the cortex, and which: had 
been made more distinct by . postmortem 
erosion. Aside.from these few pits, the sur- 
face of the bone was smooth. 


On longitudinal section of the shaft, the 
cortex was found to range from 0.2 to 0.3 
cm. in thickness except at the site of the 
nodule. There the dense, cortical bone had 
an average thickness of 0.4 cm. The increase 
of dense, cortical bone in this site had been 
caused by lamellae arranged parallel to the 
long axis of the shaft ; therefore, presumably 
from the production of new periosteal bone. 
An increase in the quantity of the cancellous 
bone underlying the surface nodule main- 
tained the marrow cavity at a uniform caliber 
throughout the major part of the shaft. 


Periostitis in late congenital and rarely in 
acquired syphilis, causes a saber shin de- 
formity, similar to that shown in the ex- 
amined tibia. Development of the lesion is 
accomplished by formation of new subperi- 
osteal bone. This occurs in granulation tis- 
sue that has replaced a mononuclear exudate 
that elevated the periosteum. The original 
cortex becomes replaced by cancellous bone. 
The specimen examined showed cancellous 
bone at the site where the cortex could be 
expected to be present. 

The microscopic sections prepared from 
representative sites of the specimen showed 
no changes unrecognized by microscopic ex- 
amination. 

The radiographic examination of the 
specimen demonstrated the focal cortical 
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thickening, which was interpreted as. being 
consistent with syphilitic periostitis. 

In osteitis deformans, a local thickening 
of the cortex may occur. But in this condi- 
tion the new lamellae of bone are disposed 
circumferentially around Howship’s lacunae, 
thus presenting a characteristic mosaic pat- 
tern; whereas in this specimen the new 
lamellae of bone were formed parallel to the 
surface. Syphilitic periostitis may occur 
without demonstrable evidence of osteo- 
myelitis exciting formation of a smooth- 
surfaced focus of subperiosteal bone. Peri- 
ostitis, accompanying pyogenic osteomyelitis, 
is an extension of the destructive process 
within the bone and is characterized by the 
presence of large pits and sinus tracts with 
rough irregular zones of new bone growth. 
Bony proliferation may occur in tuberculosis, 
but almost invariably in association with 
destructive changes, and in the long bones 
it usually involves the joints. There were 
neither destructive changes nor evidence of 
joint involvement in this specimen. In rick- 
ets and osteomalacia, there may be bowing 
of the tibia but not with the formation of a 
saber shin, which depends on excessive 
periosteal bone formation. Occasionally, a 
saber shin deformity exists in a bowed tibia, 
which is evidence of the coexistence of 
syphilis and vitamin D deficiency. After sub- 
periosteal hemorrhage, such as occurs in 
scurvy, the blood is absorbed without de- 
formity. Sufficient severe trauma to cause 
local deformity would be expected to be as- 
sociated with recognizable evidence of frac- 
ture of the bone. The investigations of Wil- 
liams * indicated that the osseous lesions of 
yaws included periostitis, which at times 
simulated syphilis. The process was seen 
principally in children as a dactylitis. Multi- 
ple large areas of bone absorption, which 
differed from any change in syphilis, were 
more often seen. 

COMMENT 

Of the various skeletal remains examined, 
the tibiae of two adult human subjects dem- 
. monstrated changes regarded to be pathog- 
nomonic of syphilis. In one, the lesion was 
judged to represent the effects of a rela- 
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tively diffuse gummatous osteoperiostitis, or 
osteomyelitis, with periosteal involvement. 
In the other, the lesion consisted of a classi- 
cal saber shin deformity. In addition to the 
tibial lesions in the two subjects, changes 
seen in the skull bones of one was consistent 
with, although not diagnostic of syphilis. 

This is not the first time that syphilis has 
been noted in pre-Columbian bones. It does, 
however, add to the evidence. 

Denninger * reported the examination of 
a skull from the Tuzigot ruins in Arizona. 
Tuzigot was abandoned about 1350 A. D. 
Among some 400 burials, the particular 
skull showed extensive involvement of the 
frontal hones and nasal bones, and perfora- 
tion of the hard palate. 

The Pecos pueblo in New Mexico flour- 
ished from about 1000 A. D. or earlier, ac- 
cording to Hooton.’ Dr. Kidder places the 
earliest settlement at about 800 A. D. The 
dead were buried in such a manner, and the 
pottery’ of the successive following civiliza- 
tions varied so much, that it was quite easy 
to determine the age period of skeletons. 
“Several stratigraphically pre-Spanish crania 
strongly suggested syphilis’® (p. 348). 
Later, Williams * (p. 787) examined Case 
60455, skull and right femur, on the level in 
terms of pottery of “black and white,” which 
was the first form of pottery and was desig- 
nated as “late archaic.” He was convinced 
of the syphilitic character of the bone 
changes, rather than osteomyelitis. He spoke 
of the stellate scarring on the skull, such as 
is seen in tertiary syphilis. 

Williams * (p. 955) also examined some 
bones in the Ohio State Museum, believed 
by Dr. Shetrone, the curator; to be of pre- 
Columbian origin and pre-historic. Three 
different roentgenologists agreed that there 
was a new growth of bone resulting from 
osteoperiostitis in 15 persons, and that it was 
probably syphilis. Seven of the nine speci- 
mens weré from prehistoric Mound Build- 
ers; four from Fort Ancient, two from Gart- 
ner site, and one from Burial site 4, Mound 
2, Hopewell culture. 

There were also pre-Iroquoian specimens 
from the Northern Ohio Tuttle and Taylor 
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sites. It was believed that the changes 
were not due to trauma. Means,® later made 
a roentgenological study of this material and 
found indisputable evidence of syphilis in 
three skeletons. In estimating the age of 
the mounds at 500 years, he was undoubtedly 
in error and out of his field. 


As long ago as 1881, Langdon * examined 


662 skeletons from the Madisonville pre- 


historic burial site. Cnemolordosis or an- 
teroposterior curvature of the tibiae ap- 
peared to be a tolerably constant feature of 
the skeletons. He did not find it to attain a 
high degree except in diseased tibiae. In 
Figures 18 and 19 of the text, there was an 
extensive, unmistakable, new, bony deposit. 
Among the material were several fatal ar- 
row wounds, including the skull, with the 
arrowheads still in position. 

Williams * (p. 933) also examined four 
long bones from one skeleton taken from 
Canete, Peru, undoubtedly pre-Columbian. 
The actual date was difficult to place, but it 
was between 500 and 1000 A. D. There were 
a left femur, two tibiae, and the left fibula. 
He made a diagnosis of syphilitic osteoperi- 
ostitis. 


There have been other reports from North 
and South America of probable pre-Colum- 
bian syphilis. To these, Professor Hrdickla 
always took the viewpoint that the cases 
were dependent on the proximity of the 
white man. 


It is believed, however, that the data and 
the reports presented above are sufficient 
to prove that pre-Columbian syphilis was 
undoubtedly present in North and South 
America. 


Does this prove, however, that syphilis 
was an American disease? 

The great medical historian and clinician, 
Prof. J. K. Proksch® of Vienna, undoubt- 
edly assembled the greatest collection of ve- 
nereal disease material that has ever been 
made. Proksch was, likewise, a profound 
student of the history of syphilis. He always 
contended that syphilis was a disease of the 
early Arabs, Egyptians, and Greeks and that 


it undoubtedly originally came from the 
Orient, India, and China; and he quotes 
Hensler,* originally a believer in the Co- 
lumbian origin of syphilis, who concluded 
that “syphilis, under the form of ‘herpes’ of 
the Greeks and ‘formica’ of the Arabians, 
has existed since the memory of man 
throughout the Dark Ages.” Hensler spent 
over 20 years on the study of the sources of 
syphilis. 

To further bring out the antiquity of 
syphilis and its relationship to syphilis 
among the pre-Columbian inhabitants in the 
Americas, let us cite Buret.® The latter 
quotes Captain Dobry, long a student and 
captain in Hong Kong, who published a 
book, ‘La Medicine chez les Chinois,” Paris, 
1863. At a time corresponding to the year 
2637 B. C., Emperor Hoong-Ty caused all 
documents on medicine to be collected and 
reduced to writing on parchment. The 
Chinese used sulfur to treat scabies, and 
to treat syphilis they used mercury in the 
form of mercurial inunctions, also a powder 
composed of mercury, “choui-yu,” ® (p. 65). 

Moreover, Scheube,’° of tropical medicine 
fame, reports accurate descriptions of syphilis 
in Japan at the beginning of the ninth cen- 
tury. Accurate, clearly defined symptoms 
of the different stages of syphilis are out- 
lined. 

Buret,® (p. 122) quoted Dr. Hensler of 
Erlangen as having translated a book from 
the Hindus, “Ayua Veda” (Medical Pre- 
cepts). It is from 1,000 to 3,000 years 
old. Many of the descriptions were charac- 
teristic of syphilis. Moreover, the Hindus 
were acquainted with red mercuric sulfide 
(cinnabar) in fumigations, also with mild 
mercurous chloride (calomel) and mercury 
bichloride with sugar and pepper in aloe. 

In other words, syphilis was present in 
Asia and Europe and in America long be- 
fore Columbus reached our shores. 

It is generally accepted among anthropolo- 
gists that in successive migrations ancestors 
of our original American Indians came to 
America by way of the Bering Strait and 





* Hensler, P. G.: Cited by Proksch,§ Vol. 1, p. 
275. 
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the Aleutian Islands. The Eskimos were 
probably the last to migrate. Hooton * does 
not regard the American Indians as of great 
antiquity. To him it seems almost certain 
that the peopling of the New World was 
largely accomplished before the year 1 A. D. 
He quotes Prof. Anton Hrdickla, who is 
convinced that the New World was not 
peopled until postglacial times. 


SUMMARY 


Fifty-seven skeletons, or parts of skele- 
tons, of pre-Columbian age from Kinishba 
and Vandal Cave were examined for evi- 
dence of syphilis. In the tibia of one, changes 
indicative of diffuse, gummatous osteoper- 
iostitis were observed. There was also in- 
volvement of the skull. In the tibia of 
another, the changes were those of classical 
saber shin deformity of congenital syphilis. 
In both of these skeletal remains the lesions 
were regarded as pathognomonic of syphilis. 

Some reports from the literature are given 
to support the thesis that syphilis was pres- 
ent in America before the year 1492. 

Syphilis is a disease of antiquity. It was 
undoubtedly present from earliest times 
among the Arabians, Greeks, and Romans 
in the Dark Ages, and it probably came from 
China, Japan, and India. Reports are made 
to support this. 

Occupation of the North and South Amer- 
ican continents undoubtedly came in the 
postglacial period by way of the Bering 
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Strait and the Aleutian Islands, and syphilis 
was one of the diseases brought along. 


Dr. E. W. Haury gave help and guidance in the 
examination of the anthropological material. 
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TREATMENT OF EARLY SYPHILIS 


Results with Penicillin G Procaine and Two Per Cent Aluminum Monostearate 
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NUIT TILA 


HE RAPID and widespread adoption 

of penicillin G procaine in oil with 2% 
aluminum monostearate (PAM) in the treat- 
ment of syphilis, and its continued extensive 
use have justified the early hopes held for 
it. Although newer preparations such as 
benzathine penicillin G appear to have cer- 
tain advantages over the earlier preparation, 


there is little question of the value of PAM” 


in the management of syphilis. It seems 
appropriate at this time, therefore, to review 
the experience of the Venereal Disease Pro- 
gram of the Public Health Service with this 
preparation. 

Through the Public Health Service’s Ve- 
nereal Disease Research Laboratory and the 
patient material made available first at the 
various rapid treatment: centers and later 
at the prevention and control centers, the 
Program has had excellent opportunity to 
study and evaluate PAM. Observation of 
sufficiently large groups of patients treated 
by various schedules had enabled it to arrive 
at valid comparisons of groups treated dif- 
ferently but diagnosed and followed by iden- 
tical or almost identical ‘techniques. Detailed 
reports have been made of the treatment 
evaluation program.’ 


Diagnostic criteria required dark-field 
proof of primary syphilis, and clinical, sero- 
logic, and, preferably, dark-field proof of 
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secondary syphilis. Diagnoses were firmly 
based because the centers from which patients 
were drawn were staffed by men with wide 
experience in syphilology. 

The Kahn test, titered, was the one com- 
mon test in the earlier - evaluation period. 
Later, the VDRL slide test has been in- 
creasingly used as a diagnostic and follow-up 
tool. Attempts were made to supply common 
antigen and to control the training of tech- 
nicians as well as the level of sensitivity of 
daily workings to insure a good quality of 
serologic follow-up. A trained group of fol- 
low-up workers assisted in bringing patients 
back to centers for post-treatment observa- 
tion. Except among the Blue Star patients, 
with a post-treatment observation rate of 
85 to 95%, the rate of follow-up has not 
been remarkably high. 


STANDARDS FOR DETERMINING RESPONSE 
TO THERAPY 


The experience of the Program indicates 
that a two-year observation period following 
treatment is sufficient for a comparison of 
the éffectiveness of various schedules of treat- 
ment. By that time, for practical purposes, 
treatment failure will be evident. 

Patients with a negative Kahn test or a 
titer of 1 dilution or less (4 Kahn units or 
less) with no clinical evidence of disease two 
years after completion of therapy have been 
considered as having responded satisfactorily 
to treatment. The existence of a Kahn titer of 
8 or more units at the end of two years’ 
post-treatment observation is not in itself 
proof of treatment failure. But for the pur- 
pose of treatment evaluation, and in order 
to obviate bias. in favor of cure, such pa- 
tients were considered as not having a satis- 
factory outcome. 
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TREATMENT RESULTS BY TOTAL AMOUNT 
OF PENICILLIN 


Because of the uniformity of diagnostic 
and follow-up criteria, groups of patients 
from various centers have been combined 
and considered as one group treated with a 
given dosage level. No distinction has been 
made between varying schedules of adminis- 
tration. Schedules administered on the basis 
of body weight have been included in the 
amount of penicillin, approximating the aver- 
age number of units per patient in the group. 
For example, the 40,000 units per kilogram 
schedule which averaged 2,370,000 units per 
patient, has been included with the 2,400,000- 


classification of such a large percentage of 
re-treated patients as reinfected is probably 
valid. There is evidence to indicate that with 
successful treatment the rate of reinfection 
is highest in the seronegative primary group 
in which it is assumed that the development 
of immunity has been the least.? 
Re-treatment rates in the seropositive pri- 
mary stage were greater than 23% for 
amounts of penicillin-of 1,200,000 units or 
less. Among patients treated with 2,400,000 
units and 4,800,000 units the re-treatment 
rates were about the same, 12.7 and 12.4%. 
Following 9,600,000 units the re-treatment 
rate was 17.5%. It would appear from these 


Satisfactory Results Among Patients Observed for More Than Two Years Following 
Treatment for Secondary Syphilis, by Schedule of Therapy 








Center or 
Group of 
Oenters 


Using Same 
Schedules 


Schedules of Therapy Employing PAM 
A 1,250-5,000 units/kg.—1 injection 

10,000 units/kg.—1 injection 

20,000 units/kg.—1 injection 

40,000 units/kg.—1 injection 

80,000 units/kg.—1 injection 


1,200,000 units—1 injection 
2,400,000 units—1,200,000 every 7 days 
4,800,000 units—1,200,000 every 7 days 


2,400,000 units—1 session 

2,400,000 units—1,200,000 every 4 days 
4,800,000 units—2,400,000 every 7 days 
9,600,000 units—600,000 twice wk 


300,000 units—1 injection 
1,800,000 units—600,000 every 24 hr 


Patients Re-Treated 
Observed Negative or for 
Total for More orl-4Kahn Reinfec- tory Out 
Cases than2Yr. Units,% tion, % come, % 
14 ll 26.9 0 26.9 
40.9 3.4 44.3 
15 65.8 6.6 724 
72.2 6.3 73.5 
76.8 5.2 82.0 


73.4 1.7 75.1 
771.8 6.3 83.1 
87.1 4.5 91.6 


89.3 5.3 94.6 
89.4 2.5 91.9 


91.3 0 91.3 
93.8 0 93.8 


58.5 4.2 62.7 
85.2 7.4 92.6 


Satisfac- 





unit schedules. The percentage of patients 
with unsatisfactory results (cumulative per 
cent re-treated plus per cent with 8 or more 
Kahn units) two years after treatment is 
shown in the Figure by stage of syphilis. 


In the seronegative primary stage there 
is no obvious relationship between results 
of treatment and amount of treatment ad- 
ministered. This could be the result of three 
factors: (1) the small number of patients 
in most of the treatment groups, (2) the 
fact that in this stage of syphilis even small 
amounts of penicillin proved effective, and 
(3) the fact that more than 60% of the 
patients requiring further treatment were 
considered to have been reinfected. The 
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data that no advantage was gained by in- 
creasing the dosage beyond 2,400,000 units 
for seropositive primary syphilis. 

In the secondary stage there was a steady 
reduction in the cumulative re-treatment 
rate each time the dosage was doubled. The 
rate decreased from more than 50% for 
schedules employing 600,000 units or less to 
a low of 7% among patients treated with 
9,600,000 units. 


TREATMENT RESULTS BY PENICILLIN 
SCHEDULE 


A determination of the most effective treat- 


ment schedule is complicated not only by the 
small number of cases involved but also by 

















“TREATMENT OF EARLY SYPHILIS 
‘the variation in results among treatment cen- 
ters. Factors such as differences in various 
physicians’ criteria of need for or time of 
re-treatment, the incidence of syphilis in the 
area, sensitivity of serologic techniques, 
method of post-treatment observation, and 
effectiveness of contact interviewing and in- 





almost exclusively at Center A (Table). 
Satisfactory results (seronegative plus 1 to 
4 Kahn units plus reinfections) were attained 
by these schedules in 27, 44, 72, 78, and 
82%, respectively, of the patients treated. 
Although the success rate increased each time 
the dosage was doubled, the greatest increase 























































































































Penicillin Observed Cumulative Percent Re-treated Plus Percent With 
(millions Total 1 2 8 Or More Kahn Units At 2 Years 
of units)Patientsyear years 0 10 20 30 4 50 
Seronegative Primary T T T 
-.3 59 37 | 26 
-6 16 12 sed 
2 36 19 | 10 besten 
2.4 122 66 21 fe 
4.8 134 47 15 enced 
9.6 6 5 4L 
Seropositive Primary / : , = - 
-.3 103 71 | 47 Reacts 
. 6 3 1 2 2 1 3 pees OO eoeeeneeseeeeeenset ts: *s *! *! Ay 
1.2 81 50 23 
2.4 241 141 34 
4.8 211 47 24 
9.6 35 29 21 SCS EECESES ed 
Secondary T T T T T T 
act 49 40} 30 —eter a ay 
1.2 194 | 127 59 
2.4 678 | 474 | 214 
4.8 912 1456 | 156  beeececeeeee 
9.6 114 93 71 




















Results of treatment with penicillin procaine G in oil with 2% aluminum monostearate 
(PAM) after two years’ observation (by stage of syphilis and amount of penicillin). 


_Vestigation, as well as the human element 
_ involved, are reflected in the results obtained. 
_ Bearing in mind that this variation between 
_ centers limits the comparisons which can be 
_ made, it is possible, nevertheless, to draw 
- certain conclusions. 

_. The “body weight” schedules of 1,250 to 
5,000, 10,000, 20,000, 40,000, and 80,000 
" thits per kilogram of body weight were used 


occurred between the 10,000- and 20,000- 
unit schedules, which represent a total dose 
of approximately 600,000 and 1,200,000 
units, respectively. 

Centers designated. as B employed three 
procaine penicillin schedules : 1,200,000 units 
in one injection; 2,400,000 units with 
1,200,000-unit injections seven days apart, 
and 4,800,000 units with 1,200,000-unit in- 
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jections at seven-day intervals. The success 
rates for these three schedules are 75.1, 83.1, 
and 91.6%, respectively. Here, again, the 
success rate increased as the dosage was in- 
creased. 

The schedules contributed largely by Cen- 
ter C afford a comparison of a one-injection 
with a two-injection schedule, both of which 
employed 2,400,000 units of penicillin. The 
one-injection schedule with a success rate of 
94.6% was equal, if not superior, to the 
two-injection schedule, with a rate of 91.8%. 

At center D two schedules were utilized: 
4,800,000 units in two injections and 
9,600,000 units administered as 600,000 
units twice weekly for eight weeks. Both 
gave excellent results, with success rates of 
91.3 and 93.8%, respectively. The clinicians 
at this center failed to classify as reinfected 
any of the patients requiring further treat- 
ment, although reinfection rates for the other 
schedules averaged 4.4%. 

Center E is a treatment facility which 
consistently has reported success rates far 
in excess of those experienced by other cen- 
ters contributing patients for the evaluation 
of therapy. This is evident where a single 
injection of 300,000 units attained a higher 
percentage of satisfactory results (62.7%) 
than twice that amount of penicillin adminis- 
tered at Center A (44.3%). The percentage 
of satisfactory results at Center E was in- 
creased from 62.7 to 92.6% when the penicil- 
lin dosage was increased from 300,000 to 
1,800,000 units, the latter being given in 
three injections at 24-hour intervals. 


VARIATIONS IN RESULTS FROM VARIOUS 
TREATMENT CENTERS 


Careful review of the results reported by 
various workers indicates that there is varia- 
tion, often of great magnitude, between dif- 
ferent clinic groups. This variation may be 
explained partially by pointing out certain 
respects in which Center E differed from the 
other centers contributing cases for this 
evaluation. 

Center E was primarily a research unit 
in which patients were treated only as part of 
a research program. Extensive serologic 
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testing facilities were available, and five or 
six tests, quantitative in two or more, were 
performed on each sample. Patient manage- 
ment was greatly facilitated because the pa- 
tients were merchant seamen and Coast 
Guard personnel who could be hospitalized 
as required for observation or determination 
of status. Their attitude in the research pro- 
gram was extraordinarily cooperative. The 
attention of the medical staff was focused on 
observing the course of penicillin-treated 
syphilis. 

Those patients who showed atypical or 
unusual serologic or clinical responses easily 
could be detected and maintained under ob- 
servation. Re-treatment on clinical grounds 
was given as rapidly as indicated. Re-treat- 
ment on serologic grounds, however, was 
dictated only by consideration of the battery 
of tests. The atypical reactor in a single- 
test procedure was not re-treated needlessly. 
The patient with an unusually slow return to 
seronegativity was permitted to run his 
course rather than be treated unnecessarily. 

The long periods the men spent at sea 
reduced opportunity for exposure to syphilis. 
Sea duty contrasts favorably with shore duty, 
where the patient has access to sexual con- 
tact and possible reinfection, a condition 
which often cannot be differentiated from 
relapse. 

As all these factors tend to minimize un- 
necessary treatment and opportunity for re- 
infection, they may explain some of the dif- 
ferences in the rates at various centers. 


ADVANTAGE OF PROLONGED TREATMENT 


It is evident from the data presented that 
PAM is effective in adequate dosage, wheth- 
er the total dosage is administered in one 
session or at several sessions. With shorten- 
ing of the duration of treatment and contact 
of the patient with clinic personnel, how- 
ever, problems have been created in the 
public health control of syphilis, since treat- 
ment alone is not sufficient. It is necessary 
to carry out sound public health techniques, 
among which the most important are contact 
interviewing and investigation. The rapidity 
with which the patient can be treated cur- 





UMI 









































TREATMENT OF EARLY SYPHILIS 


tails his period of contact with physician or 
treatment center personnel and reduces op- 
portunity for effective contact interviewing 
and education. This is one of the problems 
inherent in the simplification of treatment. 

In the solution of this problem, it some- 
times is advantageous to prolong the treat- 
ment to provide longer contact with the pa- 
tient. To insure at least three visits to the 
clinic, a schedule involving an initial injec- 
tion of 2,400,000 units of PAM followed by 
two injections of 1,200,000 units at intervals 
of two to four days was suggested. The first 
dose, now often termed the “insurance dose,” 
will render the patient noninfectious and 
afford an excellent chance for cure even if 
he should not return for further therapy. If 
he should return, the subsequent doses in- 
crease slightly his potentialities for cure and 
at the same time serve to bring him back 
for prolonged contact interviewing and educa- 
tional possibilities. 

This suggested schedule and a single- 
session schedule of 4,800,000 units were used 
alternately at the Alto Medical Center, Alto, 
Ga., for patients with dark-field positive 
secondary syphilis. Although designed for 
out-patient therapy, both schedules were ad- 
ministered on an in-patient basis. It was 
planned that a minimum of 125 patients 
would be treated on each schedule. Since the 
Alto Medical Center was closed before this 
goal was reached, the analysis is limited to 
78 patients treated with the three-injection 
schedule and 71 patients treated with the 
single-session schedule. 

Follow-up of these patients was obtained 
‘by special investigators assigned to county 
health departments, and serologic testing was 
performed at the Venereal Disease Research 
Laboratory. Results are based on the Kahn 
quantitative test. 

No difference is observed between the two 
schedules of treatment. At the end of the 
first year of observation the re-treatment 
rates are 5.3 and 5.2%, and the seronega- 
tivity rates 75.3% for both schedules. At 21 
to 24 months, re-treatment rates are 8.2 and 
85% and seronegativity rates 91.8 and 
91.5%. 


From these data it appears that the three- 
injection schedule and the single-session 
schedule, both employing 4,800,000 units of 
penicillin procaine and aluminum mono- 
stearate are therapeutically equally effective. 
As stated previously, however, both schedules 
were administered on an in-patient basis, 
and all patients were hospitalized for the 
same period of time (approximately 10 days). 


_ Therefore, an equal opportunity existed for 


obtaining the names of contacts and bringing 
them in for examination and treatment. Hos- 
pitalization also assured ‘the completion of 
treatment in those patients receiving the 
three-injection schedule. 


TREATMENT OF SYPHILIS IN THE 
INCUBATION PERIOD 


With the exception of two patients who 
were reinfected more than 18 months after 
treatment, satisfactory results were obtained 
in all patients treated with 300,000 units at 
Center E for seronegative primary syph- 
ilis. These results suggest some pertinent 
thoughts in respect to treatment of gonor- 
rhea as it bears upon incubating syphilis. 

There is reason to believe from animal ex- 
periments * that there is a direct relationship 
between the duration of time following inoc- 
ulation and the amount of penicillin required 
to cure the incubating or overt infection. If 
this holds true in man, as would be suggested 
by the effectiveness of the 300,000-unit dos- 
age in seronegative primary syphilis, it would 
appear that the PAM dosage of 600,000 units 
for gonorrhea recommended by the Venereal 
Disease Program * should be ample to cure 
syphilis infection in the incubation period 
which might have been acquired concurrently 
with or prior to the gonorrheal infection be- 
ing treated. 

SUMMARY 

A report is given of the experience of the 
Venereal Disease Program of the Public 
Health Service in evaluation of penicillin 
G procaine in oil with 2% aluminum mono- 
stearate in the treatment of primary and sec- 
ondary syphilis. 
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A, 


1. As little as 300,000 units of PAM was 
effective in the treatment of seronegative pri- 
mary syphilis. 

2. The. optimum ‘dosage for seropositive 
primary syphilis appeared to be 2,400,000 
units, 


3. In secondary syphilis best results were 
obtained -with the highest dosage employed, 
9,600,000 units. 

4. No difference in results was observed - 
when PAM was administered in a single ses- 
sion or in divided doses over a period of sey- 
eral days. 


5. Possible explanations are offered for 
the variations in results between treatment 
centers. 

6. The rationale of prolonged treatment in 
the public health control of venereal disease 
is discussed. 

7. Mention is made of the relevancy of 
PAM schedules in syphilis therapy to the 
treatment of gonorrhea. 


M. A. ARCHIVES OF DERMATOLOGY 
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FUNGOUS DISEASES 


EMMA S. MOSS 
ALBERT L. McQUOWN 
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UNGOUS diseases occur world wide. 
A knowledge of the mycoses, of their 
signs and symptoms, and of correct treatment 
is vital for the modern cliniciah. He is the 
person who considers them in the differen- 
tial diagnosis. The definitive diagnosis can 
only be accomplished in the pathological 
laboratory. It is imperative that an accurate 
diagnosis be made, as the treatment varies 
with each etiologic agent and specific therapy 
is now available for many of these diseases. 
This exhibit presents and summarizes the 
principal points of the diseases produced by 
the pathogenic fungi. 


Director, Department of Pathology, Charity 
Hospital of Louisiana at New Orleans, and Clinical 
Professor of Pathology, Louisiana State University 
School of Medicine (Dr. Moss) ; Pathologist, Our 
Lady of the Lake Hospital, Baton Rouge, La., and 
Clinical Assistant Professor of Pathology, Louisi- 
ana State University School of Medicine (Dr. Mc- 
Quown); Assistant Pathologist, Charity Hospital 
of Louisiana at New Orleans (Dr. Cooke). 

(Reproduced with permission from Moss, E. S., 
and McQuown, A. L.: Atlas of Medical Mycology, 
Baltimore, Williams & Wilkins Company, 1953.) 
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CLINICAL SIGNS AND SYMPTOMS (MOST IMPORTANT OF ALL) 


AGE INCIDENCE 

SEX INCIDENCE 

LOCATION OF LESIONS 

DURATION OF LESIONS 

APPEARANCE OF LESIONS 

OCCUPATIONAL HISTORY 

GEOGRAPHIC LOCATION (IMPORTANT IN SOME INFECTIONS) 


LABORATORY DIAGNOSIS 


DIRECT EXAMINATION (PUS, EXUDATES AND SCRAPINGS) STAINED AND UNSTAINED 
WET MOUNTS, SIMPLEST-MOST IMPORTANT. 

CULTURAL METHODS. NECESSARY FOR DEFINITIVE DIAGNOSIS. 

HISTOLOGICAL EXAMINATION. GRANULOMATOUS CHANGES, SPORES OR COLONIES 
OF FUNGI MAY BE PRESENT. : 

CUTANEOUS TESTS. USEFUL IN COCCIDIOIDOMYCOSIS, BLASTOMYCOSIS, 
SPOROTRICHOSIS, HISTOPLASMOSIS AND TRICHOPHYTOSIS. 

ANIMAL INOCULATION. USEFUL IN SOME SYSTEMIC INFECTIONS. 

FERMENTATION TESTS. RESULTS USUALLY POOR. - 

AGGLUTINATION TESTS. USEFUL IN MONILIASIS AND BLASTOMYCOSIS. 

PRECIPITIN AND COMPLEMENT FIXATION TESTS. USED WITH SYSTEMIC MYCOSIS -- 
VALUELESS FOR SUPERFICIAL FUNGI. 

FUSION OF MYCELIA (RESEARCH). ONLY STRAINS OF SAME. SPECIES WILL FUSE 
WHEN ALLOWED TO MINGLE. 


OTHER AIOS 


ROENTGEN EXAMINATION. USEFUL FOR PULMONARY AND BONE LESIONS. 
FILTERED ULTRAVIOLET RADIATION. FOR CUTANEOUS FUNGI. 
THERAPEUTIC TEST. USED PRIOR TO IDENTIFICATION OF ETIOLOGIC AGENT. 
SHOULD NOT BE USED. 
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SPECIMEN 
RESULTS MORE SATISFACTORY WHEN SPECIMEN OBTAINED PRIOR TO TREATMENT . 
CLEAN SKIN WITH ACETONE FOR SKIN SCRAPINGS. 
AVOID CONTAMINATION . 


DIRECT MICROSCOPIC EXAMINATION OF SPECIMEN 
WET PREPARATION MOST. USEFUL. ae 
UNSTAINED - EXAMINE WITH REDUCED LIGHT. 
USE MATERIAL AS OBTAINED . a 
SUSPEND IN SALINE IF NECESSARY. 
CLEAR IN KOH IF NECESSARY. 
STAINED — ADD AQUEOUS STAIN FOR CONTRAST. 
INDIA INK — TO DEMONSTRATE CAPSULES AND DIFFERENTIATE YEAST-LIKE ORGANISMS. 
FIXED STAINED PREPARATIONS . : 
SCHIFF'S PERIODIC ACID , ( HOTCHKISS -McMANUS MODIFICATION) . 
HEMATOXYLIN AND EOSIN. 
GRAM'S 
ACID FAST 


METHODS FOR CULTURES 
MEDIA — ROUTINE : 
LITTMAN'S OXGALL: SKIN SCRAPINGS, HAIRS, SPUTUM, FECES, URINE, CONTAMINATED 
EXUDATES FROM SINUSES, ULCERS AND ABSCESSES . 
SABOURAUD'S GLUCOSE AGAR: UNCONTAMINATED TRANSUDATES AND EXUDATES; ALSO 
FOR ANY MATERIAL SUSPECTED OF CONTAINING ACTINOMYCETES AND NOCARDIA SP. 
MEDIA — SPECIAL: 
BLOOD AGAR: H/STOPLASMA AND YEAST PHASE OF SYSTEMIC FUNGI. 
BRAIN VEAL INFUSION: AGAR SHAKE TUBES FOR ACTINOMYCES ISRAEL/ . 
CORN MEAL OR CHLAMYDOSPORE AGAR: NECESSARY FOR DIFFERENTIATION OF CAND/DA 
ALBICANS . 


TEMPERATURE OF INCUBATION 
20° c. 

CULTURES ON LITTMAN'S OXGALL MEDIUM, SABOURAUD'S GLUCOSE AGAR, CORNMEAL AGAR, 
AND CHLAMYDOSPORE AGAR . 

37°. C. 

BLOOD AGAR. 

@RAIN VEAL INFUSION AGAR . 
ANY ORGANISM THAT CAN BE CONVERTED FROM MOLD TO YEAST ON SUBCULTURE . 


TIME ROUTINE 
OBSERVE 3 TO 21 










DAYS . 








IDENTIFICATION 
CHARACTERISTIC COLONY GROWTH ON MEDIUM OF CHOICE . 
WET PREPARATION. ‘CHARACTERISTIC SPORES. AND MYCELIUM. ; 

SLIDE CULTURE. CHACTERISTIC GROWTH WITH DEVELOPMENT OF TYPICAL SPORES AND HYPHAE . 





























co 


T ysuALLY GROW MORE RAPIDLY THAN PATHOGENS. 

: SPREAD RAPIOLY ON SABOURAUD’S MEDIUM. 

TEND TO OUTGROW PATHOGENS ON SABOURAUD’S MEDIUM. 

ON LITTMAN’S OXGALL MEDIUM TEND TO PRODUCE SMALL, WELL ISOLATED, NON-SPREADING COLONIES. 
MAY BE TRUE CONTAMINANTS---- AIR-BORNE. 

MAY BE SECONDARILY PRESENT IN LESIONS DUE TO PATHOGENIC FUNGI. 


OCCASIONALLY MAY BE ETIOLOGIC AGENT. 


MEDIA 


LITTMAN OXGALL AGAR: IDEAL FOR PRIMARY ISOLATION ESPECIALLY FOR THE DERMATOPHYTES. 


SABOURAUD GLUCOSE AGAR: GOOD MEDIUM FOR ISOLATION FROM UNCONTAMINATED MATERIAL. 
MAY BE IMPROVED BY ADDITION OF ANTIBIOTICS. EXCELLENT FOR STOCK CULTURES. 


CORN MEAL AGAR AND CHLAMYDOSPORE AGAR: USEFUL IN IDENTIFICATION OF CANDIDA ALBICANS. 


BLOOD AGAR: GOOD FOR CONVERSION TO YEAST-LIKE PHASE AT 37°C. 
EXCELLENT FOR ISOLATION OF H/STOPLASMA CAPSULATUM. 


BRAIN HEART INFUSION BROTH WITH AGAR: GOOD FOR ISOLATION AND GROWTH OF 
ACTINOMYCES ISRAEL! (ANAEROBIC). 


ANY ANTIBIOTIC OR VARIOUS ANTIBIOTICS MAY BE ADDED TO THE ABOVE MEDIA FOR REDUCTION 
OF CONTAMINANTS. PREPARED DEHYORATED MEDIA OF THE ABOVE TYPES MAY BE PURCHASED 
COMMERCIALLY. 





ETIOLOGIC AGENT: 


Actinomyces israeli (anaerobic) 


CLINICAL: MICROSCOPIC EXAMINATION: 





- Chronic superficial and visceral granuloma- 
— tous lesions which break down and form 
_ multiple sinuses. 


> CULTURES: 





Direct: “Sulfur granules” in exudate; gram-positi ve 
branching elements. May or may not have clubbed ends, 


HISTOPATHOLOGY: 


to. 


Colony: Grows anaerobicly below the surface of liquid 
or semi-solid medium; fuzzy, lobulated. 

Microscopic: Tangled masses or fragments of delicately 
branched hyphae. (Lacteria-like.) 


Granuloma: Characteristic “granules” 
found in cellular exudate. 


TREATMENT: 


Surgical excision. : 
Medical: Penicillin; sulfadiazine; chlortetracycline; 
chloramphenicol ; streptomycin. DISTRIBUTION: World. wide. 
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LOGIC AGENT: 











ic pulmonary or systemic disease char- 
rized by visceral granulomatous lesions. 


ULTURES: 


Direct: Intertwining branching mycelial fragments *| 
(bacteria-like). Gram positive. No clubs formed ‘on 
ends of hyphae.’ Nocardia asteroides is acid fast. 


HISTOPATHOLOGY: 





wh§ 


aa 


Granuloma. Branching filaments. Gram 
positive. may be acid fast. 


ony: Sabouraud’s medium: Glabrous, ir- TREATMENT.: 
lar, folded, raised. May be granular or ae tis : 
jowdery. Varies from white to yellow-tan. Penicillin; sulfadiazine; chlortetracycline. 


toscopic: Delicate branched intertwining : 
Gram positive. Acid fast. DISTRIBUTION: World wide. 
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ETIOLOGIC AGENT: 


Cryptococcus neoformans. 


CLINICAL: MICROSCOPIC EXAMINATION: 





Subacute or chronic infection in- 
volving lungs, skin, brain menin- 
ges, and other organs. 


CULTURES: 





Direct: Thin walled, ovoid to spherical, single or id: 
ding yeast-like organisms; surrounded by wide re 
tile gelatinous capsule best demonstrated in india 
preparation. 








HISTOPATHOLOGY: 





Colony : - 
Sabouraud’s medium: Colonies white, cream Chronte wit mmatory - riaetiod * macro- 
to brown, yeast-like at all temperatures. phages and giant cells may be present ; often 
Littman’s oxgall medium: Yeast-like, light numerous single or budding organisms; 
purple ; surface moist ; shiny ; center heaped. cyst formation frequent. 

Microscopic : Budding cells and occasional or- y 
ganisms with short germ tubes. May or may 

not have capsule. Older cultures show only TREATMENT: Resection. Actidione. Sulfonamides 

budding forms—capsule prominent. DISTRIBUTION: World wide. * 





MICROSCOPIC EXAMINATION: 





or subacute infections of 
gina, hands, mouth, lungs; occa- 
nally a septicemia or meningitis. 





Direct: Smait oval budding- yeast-like cells—occasional 
pseudohyphae. 


HISTOPATHOLOGY: 





Mild to severe chronic ; ‘inflammatory reac- 
tion. 
Round or oval, single or budding organisms 
frend’s medium: Cream colored, yeast- and pseudomycelial fragments. 
distinct yeasty odor. 


e's oxgall medium: Light purple, TREATMENT: 


ast-like, dry, waxy. 

ictoscopic: Smali budding oval yeast-like 
' Pseudohyphae. Large chlamydospores 
acteristic of C. albicans on corn meal or 


lamydospore agar. DISTRIBUTION: World wide. 


Gentian violet for cutaneous lesions. * Alka- 
line douches for vaginitis. Iodides. = 
soaks, etc. 





ETIOLOGIC AGENT: 


Blastomyces dermatitidis. 


CLINICAL: 


Chronic infection—granulomatous 
and suppurative. Mainly in skin, 
lungs. and bones. 


CULTURES: 





Colony : | 

Sabouraud’s medium: Filamen- 
tous, white at 20C. Yeast-like, 
white at 37 C. 

Littman’s oxgall medium : Umbon- 
ate with isolated tufts of mycelium, 
slightly furrowed, light purple at 
20C. Yeast-like purple at 37 C. 
Microscopic: Septate hyphae with 
single small conidia. At 37 C. cells 
_ are double. contoured and yeast- 
like with single buds from parent 
hacell, 


MICROSCOPIC EXAMINATION: 








Direct: Budding cells—thick double wall. Refra tile 
Single buds. No hyphae present. se 


HISTOLOGY: 


Granulomatous lesions in skin and viscera 
containing double-walled single and bang 
organisms. 


TREATMENT: 


Stilbamidine (i. v.). Surgical re- 
section. X-rays. Vaccines. 


DISTRIBUTION: United States, Canada, and England. 








ETIOLOGIC AGENT: 
Blastomyces brasiliensis. 


cil ICAL: 








ronic granulomatous lesions of 
, mucous membranes, lymph 
les, and internal organs. 





vf 4 * 


Direct : Single and multiple budding thick-walled yeast- | 
like cells, 10-60 » in diameter. Single cells similar to — 
Blastomyces dermatitidis. 
HISTOPATHOLOGY: 
7" SV Bb, 


a 





raud’s medium: Filamentous, white at 20 C. 
-like, cream to white at 37 C. 
n’s oxgall medium: Slow-growing, capitate, 
frowed, fuzzy, absorbs dye from medium. Yeast- 
light purple at 37 C. : 
Toscopic: Septate hyphae with small single , . 
conidia at 20C. Parent cell has multiple buds in ~ "—* 
yeast-like colony at 37 C. 
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Grariulomatous reaction with giant cells. in 
all tissue. Organisms present may be single 
or multiple and yeast-like; multiple budding 
organisms are characteristic. 





TMENT: Sulfonamides. Iodides. Vaccine. DISTRIBUTION: South America. 





ETIOLOGIC AGENT: 
Histoplasma capsulatum. . 
CLINICAL: MICROSCOPIC- EXAMINATION: 


? 





May be asymptomatic pulmonary, 
symptomatic pulmonary, localized, or 
disseminated (nonfatal or fatal). Se- 
vere infection characterized by emaci- 
ation, leukopenia, anemia, and irreg- 
ular pyrexia. Frequent lymphade- 
nopathy, splenomegaly, hepatomegaly, 
and ulceration of naso-oral-pharyn- 
geal cavities and intestines. 





ate Direct: Small (1-5 ») oval yeast-like cells 

macrophages or other reticulo-endothelial cells 
of bone marrow, lymph nodes, spleen, liver, 
blood, etc. a 


HISTOPATHOLOGY: 


’ 





Colony : 

Sabouraud’s medium: Cottony white aerial mycelium at 
.20C., is tan and yeast-like. 

Littman’s oxgall medium: Slow growing, capitate, fur- 


rowed, white to purple at 20 C.; light purple and yeast-like — 
at 37 C. Chronic inflammatory reaction. Small, rount™ 


Microscopic : Branching septate hyphae with lateral or ses- oval, single or budding organisms in mat P 
sile, round or oval conidia. Old colonies have characteristic phages, giant cells or reticulo-endothelial GM {ig 
tound to pyriform tuberculate chlamydospores (7-15 ,). : 
At 37C. organisms are small, round or oval, budding DISTRIBUTION: i 
yeast-like cells. ; : a 
Western Hemisphere. England. South Aff 
TREATMENT: Java, . 

Symptomatic therapy, surgical excision. quinacrine, ethyl 

vanillate, and promine. 





mioLocic AGENT: 


richum schenckii. 
MICROSCOPIC EXAMINATION: 





ronic infection with nodular lesions of 

nodes, skin, or subcutaneous tissues, 

h soften and break down to form indolent 

s. Occasionally disseminated form— 
and rapidly fulminating. 


URES: 


plony : 

abouraud’s medium: Small, flat, or 
umbonate, no aerial mycelia. Later 
moist wrinkled, and membranous. 


Color cream to white, dark REET Ns 
black ails ba ne ' Vea ng ide Direct : Gram-positive, cigar-shaped bodies within polys | | 
I cream colored at 37 C. or giant cells. Very difficult to find. Culture necessary 


Littman’s oxgall medium: Small, cor- for diagnosis. 
figated; center dry, deep purple. HISTOPATHOLOGY: 








Periphery finely furrowed, moist, and a . ; 
purple. Yeast-like and light pur- Granulomatous reaction with giant cells and 
at 37 C. macrophages. Organisms: extremely diffi- 
icroscopic : cult to demonstrate. Diagnosis: made by 
nea septate hyphae bearing culture. 
Horm to oval conidia in clusters 


lateral branches. DISTRIBUTION: 


MEATMENT. K. I.; stilbamidine ; x-ray ; surgery. North America. Europe. South Africa. 





ETIOLOGIC. AGENT: 


Coccidioides immitis. 


CLINICAL: 


Primary—acute but benign, self-limited re- 
spiratory disease. Progressive — chronic 
malignant, disseminated, involving cutane- 
ous, subcutaneous, visceral, and bone tissue. 
(Dark-skinned races.) Residual pulmonary 
—single cyst or single lobe involved. 


CULTURES: 





Highly infectious ; extreme caution should be 
exercised when handling cultures. 

Colony : 

Sabouraud’s medium: Moist—then cottony ; 
white, then brown. Very friable, and spores 
spread easily. 

Littman’s oxgall medium: Slower growing, 
white, heaped and somewhat matted, then 
cottony.. Border irregular. 

Microscopic: Branching septate hyphae that 
break up forming thick-walled, pillow-shaped 
or rectangular arthrospores. 


MICROSCOPIC EXAMINATION: 











& 


Direct: Nonbudding, spherical, thick-walled structure} — 


20-80 » in diameter, filled with numerous endospores§ — 
(2-5 »). Immature spherules may be single nonbudding 
form. 


HISTOPATHOLOGY: 


Chronic granuloma and abscess formation§ — 
with macrophages and giant cells. Largeg 
spherules filled with endospores and single 

spores are generally prominent. 4 


TREATMENT: Surgical resection. 
DISTRIBUTION: United States. South America 
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ETIOLOGIC AGENTS: 
Trichophyton sp., Microsporum sp., and Epidermophyton ‘sp. (See following two 
panels. ) 


CLINICAL DISEASE: 
Chronic lesions of skin, nails and hairs varying from simple scaling to deep granu- 
lomatous and kerion-like tumors. 
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Tinea capitis 





Tinea barbae 








Tinea corporis Dermatophytosis of Hands and Feet | 3 





Tinea cruris Tinea ungium 


HISTOPATHOLOGY: TREATMENT: 
Septate mycelia growing in epidermis and adja- Fungicides. Epilation. X-rays. Personal 
cent structures often associated with varying giene. — " 
amounts of secoridary bacterial infection. DISTRIBUTION: World wide 
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“FFIOLOGIC AGENTS: 
icrosporum audouini; Microsporum canis; Microsporum gypseum; Epidermo- 
phyton floccosum. 


LINICAL DISEASE: 
the causative agent in tinea capitis and tinea cruris and occasionally in the 
dermatomycoses. 


L RECT MICROSCOPIC EXAMINATION: 


pments of mycelia and arthrospores in scales of epidermis and hairs. identiGice 
of etiologic agent depends on cultural characteristics. 


TURES: 


Sabouraud’s 
Medium 


Microscopic 
Characteristics 


Littman’s Oxgall 
Medium 
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ETIOLOGIC AGENT: 
Trichophyton sp. Cultural Characteristics 


Sabouraud’s Littman’s 
CULTURES: Medium Oxgall Medium 






T. mentagrophytes 


T. rubrum 






T. tonsurans 


T. sabouraudi 


sulTUreum: . 












T. schoenleini 


T. concentricum 


T. ferrugineum 


T. violaceum 


DIRECT MICROSCOPIC EXAMINATION: 


Fragments of septate mycelia and arthrospores in scales of epidermis, fragments 
of nails and hairs. Identification of etiologic agent depends on cultural characteristics. 
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ETIOLOGICAL AGENTS:.\spergiilus sp.; Geotrichum sp.; Mucor sp.: Penicillium sp.; Hormodendrum g 


CLINICAL DISEASES: Occasionally lesions like otomycosis, pneumonia, diarrhea, and brain abscesses are 
produced by these fungi generally considered to be contaminants. No other etiologic 
agents can be isolated. 


DIRECT MICROSCOPIC EXAMINATION: 


The material examined contains septate hyphae and occasional spores. Mucor sp. 
mycelia are non-septate. Material must be cultured for specific diagnosis. Microscopic 


CULTURES: Sabouraud’s Medium __Littman’s Oxgall Medium Characteristics 


Aspergillus sp. 





Geotrichum sp. 











Mucor sp. 











Penicillium sp. 





Hormodendrum sp. 











HISTOPATHOLOGY: Reaction in tissue is that of a chronic granuloma TR ATM : 
containing fragments of mycelia and occasional Surgical excisio 
spores. Material must be cultured for. specific ‘Symptomatic 


ma it : DISTRIBUTION: World 














Clinical Notes, New Instruments and Techniques 


PACHYONYCHIA CONGENITA 


A Review and New Approach to Treatment 


J. FRED MULLINS, M.D. 

NEVILLE MURRAY, M.D. 

and 

EDWARD M. SHAPIRO, M.D., Galveston, Texas 
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One of the most striking and distressing of :the 
congenital dyskeratotic skin lesions is the rare and 
' peculiar condition of pachyonychia congenita. It is 


- distressing, not only to the patient because of the 


severe disability involved, but also to the physician 

because he faces a difficult problem in rehabilitating 
_ the persons who are unfortunate enough to have this 
- condition. The scope of this paper includes (1) a 
review of the various therapeutic modalities in 
_ pachyonychia congenita, (2) the presentation of a 
_ ease, and the use of hypnosis in the treatment. The 


' selection of this method of therapy was stimulated 


by the report of Mason in which suggestive therapy 
was of great benefit in a case of congenital ichthyosi- 
> form erythroderma of Brocq. 


Pachyonychia congenita is a type of dyskeratosis 
with lesions involving chiefly the nails and oc- 
casionally the skin and mucous membranes. Trans- 
mission is probably by a single dominant gene 

' (Jackson, 1951) although it has been reported more 
often in males, especially in those of Jewish extrac- 
tion. 


_ The original and classic report of this entity has 
been attributed to Jadassohn and Lewandowsky and 
Was presented by the latter before the Ninth Con- 
gress of the German Dermatological Association in 
1907. Many of the cases cited in the literature bear 
a striking resemblance to this case, in which a 15- 
year-old girl had nail changes from birth, i. e., the 
nail plates were greatly thickened and so hard they 
could be.cut only with difficulty. The free borders 
were also greatly thickened and showed grayish- 
white streaks while the tips were darkened in color. 
In addition to the nail changes, she had many cal- 
_ loSities of thie soles which were associated with large 
- painful bullae during the hot summer months. There 


From the Department of Dermatology (Dr. J. 
Fred Mullins, Director), The University of Texas 
“Medical Branch, Galveston. 


was an associated hyperhidrosis of the palms, soles, 
and the nose. Bright red papules with central fol- 
licular plugs were found on her elbows, knees, chin, 
and on the tip of the nose. The tongue was coated 
with irregular leucoKeratotic plaques and had whit- 
ish streaks on the borders and the ventral surface. 
A younger brother. presented only the: reddish 
papules with follicular plugging over. the knees 
and _ elbows. 

A review of the cases reported in the English 
language reveals that the treatment of pachyonychia 
congenita has been mostly unsatisfactory or merely 
temporarily palliative with only a few notable. ex- 
ceptions. Garb reports good results obtained.in’ an 
18-year-old boy by using a specially designed rub- 
ber base foot mold. This method also helped: the 
mother, whose lesions had recurred after full-thick- 
ness skin grafts. The lesions in these cases, however, 
were confined to the soles. Vitamin A has. been ‘said 
to have a beneficial effect on the dystrophic nail 
changes in this.condition. when used in high doses 
for long periods of time (Porter, 1950); however, 
this was not of benefit: to-the hyperkeratotic lesions 
of the soles. Andrews has: reported benefit from -the 
surgical removal of the nails, followed by the scrap- 
ing of the matrix to prevent regrowth, whereas 
Wright and Guequierre reported the removal of the 
distal phalanges with no resulting disability:: Wright 
and Guequierre also reported the healing of painful 
broken bullae with wet dressings of buffered cystine 
hydrochloride. When the condition did -récur, as it 
frequently did, the therapy was again instituted, and 
the lesions healéd. 


REPORT OF A CASE 


J. L. N., an-l1-year-old white boy, was normal 
at birth and remained so until one year of age, at 
which time a thickening of the skin on the palms 
and soles was noted. One year later his fingernails 
started to thicken and elevate from the matrix. At 
this time he began to develop large bullae on his 
palms and soles, the rupture of which would lead 
to the formation of a thick layer of hyperkeratotic 
epidermis. 

By the time of admission, the condition was so 
painful that he could not walk without the use of 
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crutches. While at home he would crawl about on 
his hands and knees in order to avoid pressure to 
his exquisitely tender soles. 

Physical examination revealed a 58 in. (147 cm.), 
96 Ib. (43.5 kg.), slightly hypersthenic white boy, who 
did not appear acutely or chronically ill. The nails 
of his hands and feet were elevated from the matrix 
approximately 0.5 cm. by subungual, keratogenous 
material. There was a tendency toward a medial 
deviation of the great toenails and a lateral devia- 
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texture, and the remainder of his integument was 
smooth and free of abnormalities. 


The patient had previously been treated with 
numerous topical and systemic agents, including 
fungicides and 10 x-ray treatments of unknown 
dosage to each foot. Along with these measures, he 
had received 50,000 units of vitamin A daily for 
several years, but he had received no benefit from 
this therapy. 


Cases and Treatment of Pachyonychia Congenita Reported in English Language 








Patient Year Author Treatment Results 
5%%-yr.-old 1929 Andrews, G. OC. Cutting of nails Not reported 
Jewish Strum- 
boy “ wasser 
3-yr. 9 mo.- 1934 Fox, H. Nails surgically removed and matrix scraped; Improved 
old boy ultraviolet light to follicular keratoses; drain- 
age of bullae; dressings of methylrosaniline 
chloride and borie acid 
9-yr.-old 1984 Diasio, E. A. Thyroid extract; bland cream; weak sulfur Unimproved 
boy ointment 
8-yr.-old 1935 Solweida, A. W. Not reported Not reported 
Jewish 
boy 
20-yr.-old 1986 Tauber, E. B. X-ray Not reported 
Jewish 
woman 
9-yr.-old 1937 Grace, A. W. Ammoniated mercury; cystine Not reported 
boy 
14-yr.-old 1987 Felden, B. F.-W. Removal of toenails Unimproved 
boy : 
20-yr.-old 1987 Goldberg, L. C. Buffered cysteine hydrochloride Improved 
woman ; ‘ 
12-yr,-old 1943 Wright, 0. 8. Methylrosaniline chloride; choroazodin (Azo- Unimproved 
white chloramid) compresses; KMnO« soaks; 5% 
boy ammoniated mercury; soaking in acetone and 
paring nails with scalpel 
6-yr.-old 1947 Wright, C.8. Wet dressings of buffered cysteine hydro- Unimproved 
white chloride; removal of nail plates; removal of o 
boy distal phalanges 
5-mo.-old 1947 Wright, OC. 8. Massive doses of vitamin A; mild emolient Not reported 
girl 
9-yr.-old 1950 Porter, A. D. Vitamin B, 1 mg. t. d.s.; vitamin A, to 75,000 U. Slight improve- 
girl : per day ment 
18-yr.-old 1950 Garb, J. Thyroid extract; vitamin A, 25,000 U. per day; Improved 
boy Vitamin E; 40% salicylic acid plaster; podo- 
phyllum resin 20% in castor oil and oxy- 
cholesterol-petrolatum ointment (Aquaphor) 
triolein ozonide in oliv® oil; rubber base foot 
mold 
Mother of 1950 Garb, J. Full-thickness skin graft; aluminum chloride Improved 
above 25%; rubber base foot mold 
patient 





tion of the nails on the other toes. The nails were 
extremely hard and could be pared only with bone- 
cutting instruments. The entire plantar surfaces 
were covered with a yellowish hyperkeratotic ma- 
terial, which in some places reached a thickness of 
2.5 cm. The palmar surfaces were covered with a 
similar material reaching 1 cm. in thickness with 
linear extensions to the distal phalanges of each 
finger. There were erythematous papules with cen- 
tral horny plugs on the elbows and knees, and sev- 
eral callosities were noted on the extensor surface 
of his forearms. A few whitish striae ran vertically 
on the anterolateral aspect of the tongue; however, 
the mucous membranes were free of any leuco- 
keratoses. The hair was normal in distribution and 
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On admission to John Sealy Hospital, July 16, 
1953, he was unable to walk and moved about the 
ward in a wheel chair. He was treated with daily 
soaks and petrolatum, which brought about mod- 
erate maceration. Some of the hyperkeratosis could 
then be removed with scissors; scalpel, and, later, 
with sandpaper. When removal was faster than re- 
growth, painful bullae arose. A very marked bro- 
midrosis was present, which was probably due to 
hyperhidrosis and degeneration of keratin. On Aug. 
14, it was decided to try hypnotherapy, inasmuch as 
the aforementioned related congenital dyskeratotic 
disease, congenital ichthyosiform erythroderma, had 
responded favorably to such treatment. 


All other local and systemic therapy was discon- 
tinued, and the patient was seen by one of us 
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(N. M.) at one- to three-day intervals during the 
remainder of his hospital stay. During these sessions 
an attempt was made to investigate the patient’s 
personality structure and to induce abreactive phe- 
nomena by means of hypnotic procedures. The pa- 
tient was at the same time reassured, as well as 
encouraged to express and act out various ag- 
gressive and destructive traits which had been noted 
as being present by prior psychometric examina- 
tions. Furthermore, posthypnotic suggestions were 
made to the effect that clearing of the lesions would 
take place, at first, in the left hand. Within three 
days there was noticeable softening of the keratotic 
material on the left hand and considerable subjective 





cently to demonstrate a causal relationship between 
psychic stresses and skin disorders. Becker and 
Obermayer (1947) list many diseases which they 
feel have a more or less psychic component, and 
recently Hall-Smith and Norton report significant 
psychiatric factors in 78.57% of dermatologic pa- 
tients selected at random. In view of the fact that 
marked benefit resulted from suggestive hypno- 
therapy in this case of pachyonychia congenita and 
in one instance of Brocq’s ichthyosiform erythro- 
derma, perhaps this form of treatment should be 
tried in other congenital dyskeratoses when more 
conservative treatment has been of no avail. 





J. L. N., before and after hypnotherapy. 


improvement. By Aug. 24, the 10th day of treat- 
ment, he was able to tolerate a pair of leather shoes. 
Aug. 27, he stood on his feet without pain for the 
first time in his life that he could remember, and 
by Aug. 31 he was able to walk the length of the 
ward without pain. He was discharged on Sept. 8 
to attend school, and psychological therapy was con- 
tinued at biweekly intervals. After two months this 
therapy was discontinued. When he was last seen 
five months later, he was walking with only slight 
impairment. 
COMMENT 


The concept that there may be psychic influences 
over the condition of the skin is not surprising or 
new. Sydenham (1681) wrote of “hysteric diseases,” 
in which he described angioneurotic edema affecting 
one leg. Many attempts have been made more re- 





SUMMARY 


The treatment of pachyonychia congenita as re- 
ported in the English language is reviewed, and a 
case of pachyonychia congenita'in a 13-year-old 
boy is reported. This case was treated by sug- 
gestive therapy with improvement after failure 
with the more conservative methods of therapy. 


BIBLIOGRAPHY 


Andrews, G. C.: Pachyonychia Congenita, in Society 
Transactions, Arch. Dermat. & Syph. 32:501- 
502, 1935. 

——and Strumwasser, S.: Pachyonychia Congenita, 
New York J. Med. 29:747, 1929. 

Becker, S. W., and Obermayer, M. E.: Modern 
Dermatology and Syphilology, Ed. 2, Philadel- 
phia, J. B. Lippincott Company, 1947. 


267 





Diasio, F. A.: Pachyonychia Congenita Jadassohn, 
Arch. Dermat. & Syph. 30:218, 1934. 

Felden, B. F.-W.: Pachyonychia Congenita, in 
Society Transactions, Arch. Dermat. & Syph. 
37:1078, 1937. 

Garb, J.: Pachyonchia Congenita, Arch. Dermat. 
& Syph. 62:117-124, 1950. 

Goldberg, L. C.: Resistant Erosive Lesions in 
Pachyonychia Congenita of Jadassohn, Arch. 
Dermat. & Syph. 36:331-334, 1937. 

Grace, A. W.: Pachyonychia Congenita, in Society 
Transactions, Arch. Dermat. & Syph. 36:1255- 
1256, 1937. 

Hall-Smith, S. P., and Norton, A.: Psychiatric 
Survey of a Random Sample of Skin Out-Pa- 
tients, Brit. M. J. 2:417-421, 1952. 

Jackson, A. D. M., and Lawler, S. D.: Pachyon- 
ychia Congenita: Report of 6 Cases in One 
Family, with Note on Linkage Data, Ann. 
Eugenics 16:142-146, 1951. 


A. M. A. ARCHIVES OF DERMATOLOGY 


Jadassohn, J., and Lewandowsky, F.: Keratosis Dis- 
seminata Circumscripta Tylomata and Kera- 
tosis Linguae, Ikonographia Dermatologia 1: 
29, 1910. 


Mason, A. A.: A Case of Congenital Ichthyosiform 
Erythroderma of Brocq: Treated by Hypnosis, 
Brit. M. J. 2:422-423, 1952. 


Porter, A. D., and Haber, H.: Vitamin A in Case 
of Acquired Localized Keratosis Palmaris et 
Plantaris and One of Acquired Pachyonychia, 
Brit. J. Dermat. & Syph. 62:355-358, 1950. 


Tauber, E. B.; Goldman, L., and Claassen, H.: 
Pachyonychia Congenita, J. A. M. A. 107:29- 
30, 1936. 


Wright, C. S.: Congenital Ectodermal Dysplasia: 
Pachyonychia Congenita in Society Transac- 
tions, Arch. Dermat. & Syph. 47:435, 1943. 


Wright, C. S., and Guequierre, J. P.: Pachyonychia 
Congenita, Arch. Dermat. & Syph. 55:819-827, 
1947. 





UM 











Society Transactions 





METROPOLITAN DERMATOLOGIC SOCIETY OF NEW YORK 


Charles F. Post, President 


C. Douglas Walsh, Secretary 
Oct. 21, 1954 


Late Secondary Syphilis. Presented by Dr. RoyaL M. MonTGoMERY. 


J. D., a man born in Hungary, married and aged 54 years, was first seen in the Allergy 
Clinic on Aug. 23, 1954, at Roosevelt Hospital. At that time he said he had an allergic reaction 
following penicillin both by mouth and by injection. He was referred to the Dermatology Clinic 
on that day. His first visit to the Dermatology Clinic was on Oct. 19, 1954. 

At that time he gave a history of having had hemorrhoids with associated infection. in 
March, 1954. He was given a series of injections into the hemorrhoids. In April “pimples” 
appeared in the scalp and spread to the hands. There was associated pain in the chest and sore 
throat. In May he was given penicillin orally, to which he was sensitive. Because of this he 
went to the Allergy Clinic in August, 1954. 

At the present time there are many scaly flat papules on the palms and soles which are 
dark red in color. Some of these are 1 cm. in diameter and larger. In the intergluteal area 
there are many small follicular pustules with redness and maceration in the anal area. On the 
left side there is a condyloma latum. There is a fissure in the right angle of the mouth. 
Inguinal glands are present, with some papules on the penis. In both tonsillar areas there 
are large erosions. The large toenails are dystrophic and typical of onychomycosis. 

The Mazzini and Kline reactions were 4+ on Oct. 19, 1954. 


DISCUSSION 


Dr. C. T. Netson: I would treat this man with penicillin. If he is hypersensitive to the 
antibiotic, cortisone may be given simultaneously to control untoward symptoms. It has been 
shown that cortisone may be employed safely in situations of this sort if large doses of penicillin 
are given at the same time to control the syphilitic infection (New England J. Med. 250:1069- 
1071 [June 24] 1954). 

Dr. J. Lowry Miter: The patient is sensitive to penicillin, but as penicillin is so superior 
in the treatment of syphilis I would see if this sensitivity could be controlled by antihistamines. 
First give large doses of antihistamines, then a small dose of penicillin. If there is a strong 
reaction to the penicillin, then give cortisone. This is the second such case of secondary syphilis 
that I have seen within a month. 


- 


Dr, THomas N. GraHamM: When arsphenamine (salvarsan) oxophenarsine hydrochloride 
(Mapharsen) and bismuth were used to treat early syphilitic cases showing positive serologic 
tests, the serology was almost invariably reversed, and most of them showed negative reactions 
20 to 25 years later. There seem to be more relapses with penicillin therapy, probably because 
of insufficient treatment. I believe that since this patient is allergic to penicillin the former type 
of treatment should be employed. 

Nore: This patient subsequently received 50 gm. of oxytetracycline at the rate of 2 gm. per 
day, with no untoward effects. After one week of treatment, the skin was entirely clear. 


Case for Diagnosis. Granulomatosis Disciformis? Presented by Dr. C. T. NeELson. 


B. M., white man, aged 42. Eruption on left pretibial area, of four years’ duration. 

For at least four years the patient noted a progressively enlarging lesion on the left pretibial 
area. This has slowly increased in size, and the pigmentation has become progressively more 
violaceous and brown. Four months ago a new lesion, similar in type, appeared just below 
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the left knee on the extensor surface. The eruption has been essentially asymptomatic, and 
there has been no ulcer formation. Previous treatment with vitamins, antihistaminics, and 
ultraviolet light has been ineffective. 

There is a large plaque-like lesion on the left lower pretibial area, which shows an atrophic, 
nonscaly, slightly telangiectatic surface. The lesion is firm and feels adherent to deeper struc- 
tures. The color is deep brown at the periphery with a definite violaceous border. 

A new smaller, 3 by 4 cm., lesion with similar characteristics is now evident just below 
the left knee. 

Biopsy showed a granuloma with aggregates of leucocytic infiltration (microabscesses) 
containing lymphocytes, plasma cells, and giant. cells. Reaction about the blood vessels was 
especially pronounced and there was a definite vasculitis. There was nothing to suggest 
scleroderma or necrobiosis. The probable diagnosis was granulomatosis disciformis, but blood 
sugar, urinalysis, and serological tests for syphilis were advised. 

There has been no treatment. 

DISCUSSION 


Dr. C. Dovctas WatsuH: This is an instructive case. It would be interesting to know 
the blood chemistry. 

Dr. J. Lowry Miter: I have had no experiente with this disease. 

Dr. AntHony N. Domonkos: The lesions seem to be larger than the type I have seen 
heretofore. In Miescher’s case the lesions were mostly on the arms or forehead. This is the 
first case I have seen in which the lesions are on the legs. One must keep necrobiosis in mind. 

Dr. C. T. Netson: From a clinical standpoint I thought that necrobiosis lipoidica or 
scleroderma were the most likely possibillities. The biopsy shows changes which are compatible 
with granulomatosis disciforms chronica et progressive (Miescher). This is the fourth patient 
with this condition we have seen in the past two years. It is a plaque-like granuloma which 
occurs mainly on the extensor surfaces of the hands, forearms, and legs. Clinically it may 
simulate granuloma annulare, necrobiosis lipoidica, or sclerederma. Histologically there is a 
chronic proliferative inflammation with tuberculoid changes around the blood vessels leading 
to an obliterative vasculitis. There is an infiltration of epithelioid cells, giant cells, and round 
cells, with intense fibroblastic proliferation but without evidence of necrosis, necrobiosis, hyaline 
degeneration, or fat deposition. : ~ 

ADDENDUM 


Subsequent laboratory findings are as follows: blood sugar within normal limits; urine, 
normal; complete blood cell count, within normal limits; serologic test for syphilis, negative. 


Case for Diagnosis. Secondary Syphilis? Lupus Erythematosus? Presented by Dr. RoyAL M. MONTGOMERY. 

Case for Diagnosis. Congenital Hypotrichia? Monilothrix. Presented by Dr. JUAN LARRALDE. 

Steatocystoma Multiplex. Presented by Dr. ANTHONY N. DOMONKOs. 

Case for Diagnosis. Thrombocytopenic Purpura, Symptomatic Variety? Presented by Dr. ALEXANDER W. 
Younc Jr. 

Multiple Benign Tumor-like New Growths of the Skin. Presented by Dr. C. DouGLas WALSH. 

Discoid Lupus Erythematosus. Presented by Dr. C. T. NELSON. 

Melanoma. Presented by Dr. ANTHONY N. DOMONKOs. 

Connective Tissue Nevus. Presented by Dr. ALEXANDER W. YOUNG Jr. 

Case for Diagnosis. Subacute Lupus Erythematosus? Presented by Dr. C. DouGLas WALSH. 

Case for Diagnosis. Hyperpigmentation. Presented by Dr. JUAN LARRALDE. 

Case for Diagnosis. Granular Cell Myoblastoma. Presented by Dr. ANTHONY N. DoMONKOS. 


MINNESOTA DERMATOLOGICAL SOCIETY 


Elmer M. Rusten, President 


Elmer M. Hill, Secretary 
Sept. 12, 1954 


Adenoma Sebaceum and Tuberous Sclerosis, Epiloia. 


Presentation of all cases at this meeting was made by Dr. Pau A. O’Leary, Dr. HAMILTON 
MontcomMEry, Dr. Louts A. BRuNsTING, Dr. RoBERT R. KIERLAND, and Dr. HAROLD Perry, 
Mayo Clinic, Rochester, Minn. 


A 25-year-old man has had an eruption over the central part of the face since the age of 4 
years. The eruption consists of small, discrete, translucent flesh-colored papules with telangiecta- 
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SOCIETY TRANSACTIONS 


ses. There are similar papules in the lumbar area. Poliosis of the posterior scalp is noted. 
X-rays of the skull reveal bilateral symmetrical calcification of the basal ganglia and a small 
area of osteitis in the frontal bone. Electroencephalogram suggests a diffuse disturbance of 
function affecting both temporal regions. Funduscopic examination reveals generalized narrowing 
of the retinal arterioles with clear white mulberry lesions in each fundus. Excretory urogram 
and intravenous pyelogram showed pressure defects of the renal pelves and caliceal systems 
bilaterally. X-ray of the hands and long bones showed a small cystic area in the head of the 
middle phalanx of the right fourth finger. 


Systemic Candidiasis. 


This patient was presented at the Minnesota Dermatological Society meeting in September, 
1952 (A. M.A. Arcu. Dermat. & Sypx. 68:105 [July] 1953). Recent treatment has consisted 
of diiodohydroxyquinoline (Diodoquin) orally, 5 grains twice daily for three weeks, endomycin 
cintment, and salicylic-sulfur ointment topically, and vitamin supplements. Her present weight 
is 34 lb. (15.4 kg.) Sputum, stool, and skin cultures revealed Candida albicans. Bronchiectatic 
changes were found on x-rays of the chest. 


DISCUSSION 

Dr. STEPHEN RotHMAN, Chicago: There must be some underlying disease in generalized 
cutaneous and in systemic moniliasis which causes the tremendous increase in susceptibility and 
abnormal reactions to C. albicans infections. The child whose case was reported in the ARCHIVES 
(Arcu. Dermat. & Sypux. 61:297 [Feb.] 1950) after several years wittiout any sign of diabetes 
went rather suddenly into a diabetic coma. He is now being treated in Cook County Hospital 
with severe diabetes. A second child with monilial granuloma went through the Mayo Clinic, 
where pancreatic fibrosis was diagnosed. When we saw this child we performed a new test of 
pancreatic function consisting of administration of I*%1 labeled protein, followed by counting 
of the radioactivity in the urine. The test showed severely impaired proteolytic function of the 
pancreas in this child. We also recorded a case of generalized moniliasis with pancreatic carci- 
noma (ArcH. Dermat. & SypH. 45:1069 [June] 1942). The colored photographs of the child 
presented here today are rather characteristic for monilial granuloma. Also the onset at the age 
of one year corresponds with other cases of monilial granuloma reported. I would like to 
emphasize that this case definitely does not belong to the group described by Danbolt as 
acrodermatitis enteropathica, and therefore no response to therapy with diiodohydroxyquinole 
can be expected. In this latter entity the primary site of disease seems to reside in the gastro- 
intestinal tract and diiodohydroxyquinoline acts by correcting the anomaly in this tract. Its 
effect on moniliasis is indirect. . 

Dr. Louts A. Brunstinc, Rochester, Minn.: Sometimes moniliasis is complicated by the 
presence of superficial and deep trichophytosis of the glabrous skin, including granulomatous 
and ulcerative processes. Such a condition may persist from earliest childhood to adult life. On 
the whole, fungicidal agents have proved ineffective; perhaps some deficiency exists which 
renders the host particularly attractive to the growth of these organisms. 

Dr. Paut A. O’LeEary, Rochester, Minn.: Fuller Albright believes that patients with sys- 
temic and generalized cutaneous moniliasis have a calcium deficiency as a result of hypoparathy- 
roidism. Examination of this child showed that she had normal calcium and phosphate values. 
With deficiences of this type vitamin D will replace the calcium, and even though there is no 
evidence of calcium deficiency I believe she is entitled to a “therapeutic test” with vitamin D. 


Lichen Sclerosis et Atrophicus, Morphea. 


For the past 15 years this 64-year-old woman has had an eruption over the trunk and lower 
extremities. She presents hyperpigmented and depigmented patches, some thickened, some with 
atrophy, over the back, abdomen, lower extremities, clavicular, and inframammary areas. The 
lesions on the lower extremities were sclerotic. It is felt that the cutaneous findings are com- 
patible with both lichen sclerosus et atrophicus and morphea. Biopsy from the lumbar area was 
compatible with lichen sclerosus et atrophicus. The patient was placed on vitamin A, 50,000 units 
twice daily. Three months later the pruritus had diminished and the lesions on the back were 
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softer, but no change had occurred in the involved areas on the lower extremities. In July, 1954, 
chloroquine was begun. She returned in September, 1954, showing continued and extensive im- 
provement. 

DISCUSSION 


Dr. Cart W. Laymon, Minneapolis: This was a rather difficult diagnostic problem. I believe 
we are making too much of an issue in attempting to differentiate sharply lichen sclerosus and 
circumscribed scleroderma. I think this case morphologically was the latter. I did not think the 
sections were characteristic for lichen sclerosus. The two disorders are probably much more 
closely related than we have thought in the past. 

Dr. STEPHEN RotHuMAN, Chicago: I think, too, that clinically and histologically the case has 
all the earmarks of widespread morphea and none of lichen sclerosus et atrophicus. The patient 
claims she has benefited from chloroquine. Are the results of this therapy generally good in 
morphea? 

Dr. Rosert R. KrerLanp, Rochester, Minn.: We have given chloroquine to several patients 
with what has been ‘either spontaneous remissio# or improvement, but whether it is because of 
the chloroquine we do not know as yet. 


Reticulohistiocytoma; Xanthelasma. 


Since 1920, a 55-year-old woman has had recurrent exophthalmic goiter. She underwent sub- 
total thyroidectomy in 1924 and 1937. The basal metabolic rate has ranged between +26 and 
—18% in seven readings in the last two years. She has had xanthelasma for years. In January, 
1952, a radioiodine study was performed. One week later she complained of stiffness of the tiands 
and the appearance of several soft, faint, purple, raised nodules on the dorsa of the fingers and 
hands, and the right elbow. These lasted a few weeks, became less prominent, recurred and 
became worse in the past six months. The blood lipids in July, 1954, were normal. Roentgen 
examination of both hands showed small areas of para-articular destructive change, particularly 
in the distal interphalangeal joints of both hands. There may be some loss of articular space in 
both proximal and distal joints, with some osteoporosis in the digits. Microscopic examination 
of an excised nodule revealed findings of reticulohistiocytoma. 


DISCUSSION 


Dr. Hamitton Montcomery, Rochester, Minn.: In regard to the case of reticulohistio- 
cytoma cutis, this condition has been mistaken in the past for granular cell myoblastoma, different 
types of xanthoma, and even ganglioneuroma. In discussion of a paper by Caro and Senear on 
reticulohistiocytoma cutis (A. M. A. Arcn. Dermat. & Sypu. 65:701 [June] 1952) I referred 
to one patient whom Dr. O’Leary and I had followed for some years. Allington and Templeton 
also referred to a patient who was variously diagnosed as having ganglioneuroma or granular 
cell myoblastoma, etc. The patient presented today revealed destructive changes in the joints 
shown by roentgenograms. Investigations regarding thyroid and other endocrine disturbances gave 
negative results, as was true in regard to the earlier case seen by Dr. O’Leary and me. This 
latter patient is now bedridden and has been said to have a rare arthritic condition which her 
physician has termed arthritis mutilans. It would. appear, therefore that reticulohistiocytoma 
cutis or multicentric reticulohistiocytosis (Goltz, R. W., and Laymon, C. W.: A. M. A. Arcu. 
Dermat. & SypuH. 69:717 [June] 1954) is not just a condition of the skin simulating xanthoma 
and having no increase in lipids, but that it is a systemic disease with at times a serious prognosis. 
Dr. Purvis of the Armed Forces Institute of Pathology, in an article to be published under the 
titie “Reticulohistiocytic Granuloma” has a series of some 40 cases, in many of which, however, 
there were solitary lesions and in which histologically there were variations from xanthomatous 
to histiocytic cells. The sections from the patient presented today revealed more numerous histio- 
cytic giant cells than were present in the patient reported by Caro and Senear or than in our 
previous case. The cases in which the patient has a solitary lesion may belong: in a different 
group and simulate nodular subepithelial fibrosis or dermatofibroma in which there is a factor 
of trauma and in which evidence of systemic disease is lacking. 


Multiple Idiopathic Hemorrhagic Sarcoma of Kaposi. 


A 68-year-old woman was seen in April, 1953, at which time she presented nine red-purple, 
nontender nodules on the anterior aspect of the left shin, left scapular area, right flank, and 
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hard palate. General physical examination and laboratory examinations were negative. Cuta- 
neous biopsy was interpreted as Kaposi’s sarcoma. A course of x-ray therapy was given with 
involution of the nodules. Because of the recurrence of similar lesions, additional x-ray therapy 
was given during November, 1953, and February, 1954. Potassium arsenite solution (Fowler’s 
solution) 3 gtt. three times daily, was started in February. The patient was seen in June, 1954, 
at which time she presented more than 200 nodules over the body, accentuated on the lower 
extremities. There was marked lymphedema of the lower extremities, with verrucous hyper- 
plasia about the ankles. She was given 5.5 mg. of nitrogen mustard intravenously on four suc- 
cessive days. During August she was given additional x-ray therapy. 


DISCUSSION 


Dr. CLrarkK W. FINNERUD, Chicago: I thought one of the most interesting things about the 
case was the lesion in the mouth. The patient refused to take her plate out but at the junction 
of the hard and soft palate there was a nodule or plaque visible. I am sure most of us as we 
entered the room felt quite sure without looking at the history. that we were dealing with 
Kaposi’s sarcoma. Of course often it is not so simple. Usually, when there is much stasis element 
there is a verrucous or papillomatous type of proliferation on the dorsa of the toes, particularly. 
This was not present here. I do not think we examine patients’ mouths as often as we should. 
Such examination should be practically routine in dermatology. Not uncommonly we encounter 
a surprise in lupus erythematosus, Darier’s disease, and other disorders. I think this is the first 
time I have seen a lesion in the mouth in Kaposi’s sarcoma. 

Dr. Ropert R. Krertanp, Rochester, Minn.: We have seen lesions in the mouth in other 
patients with Kaposi’s disease. In one patient the larynx was involved, and this patient was 
referred originally to the section of plastic surgery, where a biopsy showed hemangioendo- 
thelioma. This case was presented before this society two years ago. It was only later that lesions 
were noted on the legs. This woman has had potassium arsenite solution, sodium cacodylate. 
roentgen therapy, and nitrogen mustard. There have been reports in the literature of some of 
these patients responding to intramuscular penicillin. Have any of you had any favorable re- 
sults from penicillin? 

Dr. IsAporE F1sHER, Minneapolis: I can cite only the one case we had at the United States 
Veterans Hospital, in Minneapolis. This patient suffered from repeated bouts of fever of unde- 
termined origin. During each of these episodes of high fever the patient was given a course of 
penicillin therapy. The lesions on all four extremities subsided gradually. When the patient left 
the hospital, there were only a few scattered lesions on his hands and feet. Further information 
that was submitted to us from a domicile hospital indicated that the process had almost com- 
pletely cleared at the time of the patient’s death due to an entirely different cause. 


Dermatomyositis. 


In 1953, this 6%4-year-cld boy developed erythema over his nose, eyelids, and knees. Later, 
with increasing tiredness, a late-afternoon temperature elevation to 100 F. was noted. In July, 
1954, muscular weakness appeared and became progressively worse. Sitting, climbing, and stand- 
ing were difficult. He was seen in September, at which time the entire face was bluish-red in 
color, especially over the nose and cheeks, with heliotrope eyelids. Violaceous plaques were 
present over the fingers, knees, elbows, and ankles. He is unable to sit up from a supine position, 
stand from a squatting position or lift his arms vertically above his head. Routine laboratory 
examinations are normal except for a monocytosis of 8.5% and an eosinophilia of 6%. L. E. 
clot test is negative. An electromyogram is considered compatible with myositis. 


Dermatomyositis. 


A 6-year-old boy was in good health until the age of 2% years. His illness began insidiously 
with loss of strength, incoordination, and pain and stiffness of the muscles, particularly the 
pelvic and shoulder girdle musculature. Anorexia, inability to gain weight, delay in growth, and 
recurrent low-grade pyrexia were observed. Erythema of the face and redness over the joint 
surfaces of the knuckles, elbows, and knees were occasionally observed by the mother. When he 
was seen in January, 1952, no cutaneous changes were noted, and a diagnosis of muscular dys- 
trophy was entertained on the basis of clinical observation, muscle biopsy, and electromyographic 
examination. Physical therapy was given, with little benefit. In the fall of 1952, the skin erup- 
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tion reappeared and when he was seen in April, 1953, he presented heliotrope hue to the eyelids, 
patchy alopecia of the scalp, and early erythematous plaques over the joint surfaces of hands, 
knees, elbows, and wrists. Diagnosis of dermatomyositis was made. In May, 1953, cortisone 
therapy was started. Within 48 hours marked symptomatic improvement was noted. The past 
16 months he has continued with physical therapy and maintenance doses of cortisone varying 
from 7.5 to 50 mg. a day, depending on the activity of the disease. On this regimen he has 
improved, and, although he has residual atrophy and stiffness of the muscles, he is able to lead 
an active life. Significant laboratory findings included persistent creatinuria, negative L. E. 
clot test, eosinophilia of 3 to 4%. Hemoglobin, white blood cell count, urinalysis, sedimentation 
rate, and chest and bone x-rays were within normal limits. 


Dermatomyositis. 


A 13-year-old girl was in good health until April, 1953, when she developed erythema over 
the face and arms, scaly plaques over the joint surfaces and petechial hemorrhages on the 
fingers, with associated mild myalgia, but no fever. Progressive muscular weakness became 
evident. She was first seen in June, 1953, at which time a diagnosis of dermatomyositis was 
made. She received mild physical therapy, and cortisone, 75 mg. daily, until November, 1953, 
when all medication was stopped. Exacerbation of her symptoms followed, and she became 
bedridden. In January, 1954, she returned for reinstitution of cortisone therapy and physical 
therapy. She improved rapidly on 100 mg. of cortisone daily, until May, when cortisone was 
again discontinued, followed by severe relapse of symptoms. She returned in September, at which 
time deterioration in her general condition was evident, with a poikiloderma-like eruption, 
severe muscular weakness, and atrophy. Hydrocortisone therapy was begun. Laboratory tests 
were essentially normal except for a sedimentation rate to 37 mm. in an hour, by the Westergren 
method, and increased urinary excretion of total creatine-creatinine. L. E. clot test was negative 
on three occasions. Electromyographic studies were compatible with myositis. 


” 


Dermatomyositis. 


An 11-year-old girl was in excellent health until March, 1953, when she developed a sore 
throat with lymphadenitis, fever, and malaise, for which she was given antibiotics. She continued 
to have a fever with fatigue. Within a few months pain and stiffness of muscles and joints were 
noted in the neck, shoulder, and back. Her mother noted a peculiar bluish-purple discoloration 
of the feet, hands, and face, somewhat intensified by cold. She was seen in July, 1953, when a 
diagnosis of dermatomyositis was made. She showed marked muscle weakness of the shoulder 
and back muscles, with cyanosis and edema of the feet. Electromyographic studies and muscle 
biopsy showed changes compatible with dermatomyositis. Two L. E. clot tests were questionably 
positive. There was increased urinary excretion of creatige and creatinine. Sedimentation rate 
was 43 mm. in an hour. Cortisone was administered, 75 mg. a day, with increase in strength, 
but with reduction to 40 mg. of cortisone in December, 1953, she relapsed, with a return of 
fever, sore throat, muscle tenderness, and weakness. Some improvement was noted on a 
return to a cortisone level of 50 mg. daily. Because of poor response she returned in March, 
1954. Laboratory studies showed an increased sedimentation rate to 77 mm., a positive L. E. 
test, and reversal of the albumin-globulin ratio. Cortisone levels have been controlled by the 
patient’s response to treatment. Levels range from 100 to 62.5 mg. daily. Two more L.E. tests 
have been positive. Circumscribed deposits of granules of calcium have appeared during the past 
few months, localized over the scapulae and upper spine. Recent roentgenograms of the spine 
reveal osteoporosis with compression of the eighth dorsal vertebra. The electrophoretic pattern 
of the serum proteins reveals albumin 36%, globulin 74% ; of the latter, 37% is gamma globulin. 


Dermatomyositis. 


A 22-year-old woman had developed a macular erythema on the dorsa of her hands in 1948. 
In 1949, generalized muscular weakness occurred. When she was first seen here, in July, 1949, 
suffusion of the face and upper trunk, verrucoid purplish plaques over the elbows and fingertips, 
and weakness of the paravertebral, neck, and hand muscles were noted. Laboratory studies were 
negative except for creatinuria. Biopsy from the left trapezius muscle was consistent with 
dermatomyositis. Vitamin E and physical therapy were given, but muscular weakness increased. 
Two short courses of cortisone were given in 1949 without appreciable change. In May, 1950, 
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she was again given vitamin E, and in August, 1950, methyltestosterone was added. This was 
continued until December, 1952, when the methyltestosterone was discontinued. Increased 
muscular strength was noted. About April, 1953, stiffness of the joints began, with increased 
muscular weakness. Since October, 1953, she has had cortisone and physical therapy. A short 
course of potassium paraaminobenzoate (POTABA) during this period was of some benefit. 
Further joint limitation has continued; slight erythema over the elbows and knuckles persists, 
and minimal calcinosis is now present. 


Dermatomyositis. 


A 50-year-old woman had developed erythema of the face, V of the neck, and dorsa of the 
hands and fingers in June, 1952, following sun exposure. This persisted to December, 1952, when 
she noted difficulty in arising from a squatting position and in combing her hair. Concomitantly 
she developed tenderness and stiffness of the proximal musculature of the extremities, arthralgia 
of the interphalangeal joints, and dysphagia. The muscular weakness was progressive, and when 
seen in March, 1953, she was unable to lift her head from a pillow. Laboratory data at that time 
revealed the following pertinent findings: L. E. clot tests, weakly positive; sedimentation rate, 
38 mm. in an hour; urinary creatinine, 963 mg.; urinary creatine, 1,821 mg.; basal metabolic 
rate +23%; electrocardiogram, normal. Electromyographic studies were compatible with myo- 
sitis. Deltoid muscle biopsy showed muscle fiber degeneration associated with mononuclear and 
polymorphonuclear cell infiltration. Therapy consisted of cortisone, 50 mg. daily; vitamin E, 
300 mg. a day; methyltestosterone, 30 mg. a day; and physical therapy. There was slowly pro- 
gressive improvement. In January, 1954, she was doing 80% of her housework, and medication 
was discontinued. There was no significant change in the cutaneous findings. Laboratory data 
on Jan. 1, 1954, revealed the following: L. E. clot test, doubtful; sedimentation rate, 18 mm.; 
urinary creatinine, 899 mg.; urinary creatine, 391 mg. Electromyographic studies showed marked 
improvement compared with those of March, 1953. In May, 1954, she developed a recrudescence 
of weakness and pain in the muscles of the arms and thighs, arthralgia of the finger joints, fever 
to 100 F., easy fatigability, and dysphagia. In June the skin was unchanged, and laboratory data 
revealed the following: L. E. Clot test, positive; sedimentation rate, 40 mm.; electromyographic 
studies’, intermediary between-those of March, 1953, and January, 1954. In July, 1954, hydro- 
cortisone, 120 mg. a day, was begun, and has been continued, with 20% improvement of muscular 
weakness compared with her state in June, 1954. 


DISCUSSION OF CASES OF DERMATOMYOSITIS 


Dr. Paut A. O’LEary, Rochester, Minn.: The group of patients with dermatomyositis shows 
some of the variations in the clinical manifestations of the disease; although most of these 
patients are children, the same varieties of this syndrome may be seen in adults. The young 
girl with the poikiloderma-like eruption is approaching a terminal phase, while several of the 
other children are improving or holding their own, and the middle-aged woman is in an arrested 
phase with involvement only of the muscles of the legs, especially the thighs. Here is a group 
of patients whose fundamental difficulty is polymyositis. Some of them have few or no skin 
lesions, while others have rather pronounced cutaneous manifestations. It is well to recall that 
dermatomyositis is polymyositis with a variety of cutanous lesions, but all patients who have 
polymyositis do not have skin lesions. This has led to the recognition of more patients with 
polymyositis, a syndrome which I believe is frequently overlooked by clinicians. Electro- 
myography aids materially in the recognition of these patients and is every bit as revealing 
as muscle biopsy and histopathologic examination. A muscle biopsy is not a simple procedure; 
it is painful and disabling, and the microscopic examination is not always helpful in the diagnosis. 
Especially is this true of patients in whom the disease is localized to a few muscles only. 

Some of the children have been on cortisone therapy, several of them for a long time. One 
child illustrates a point I would like to emphasize strongly. Cortisone is a potent drug, and the 
child who has been given cortisone for a long time, with some improvement in the muscle disease, 
has now developed osteoporosis of the spinal vertebrae. In my experience this is a not uncommon 
complication in patients to whom cortisone has been given for a long time. Cortisoné may 
maintain some of these patients in a state of remission, and give them some relief, but it has not 
cured any of them. I do not know a cure for this disease; the mortality rate approximates 30%. 

Dr. Heten M. Roserts, Rochester, Minn. (by invitation): Dermatomyositis occurs in 
childhood with surprising frequency. Dr. Brunsting and I collected 39 such cases from Clinic 
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records for the years 1938 to 1953. These included 27 girls and 12 boys, aged from 2 to 15 years. 
In 11 of the patients, symptoms had first appeared before the age of 5 years; in the youngest, 
during the second year of life. Ten of the group are dead. These represented the more fulminating 
cases, with widespread muscular involvement, and they succumbed, usually, within two years 
from the onset of symptoms. Of the rest, only two escaped crippling deformity and invalidism. 

Calcinosis seems to occur more commonly in children than in adults with dermatomyositis. 
This was observed in about one-third of the patients in this group. No evidence of visceral 
malignancy was recognized. 

Dr. Louis A. Brunstinc, Rochester, Minn.: It is often impossible to make a definite 
diagnosis of dermatomyositis without a long period of observation. Of the 39 children with this 
disease mentioned by Dr. Roberts, the diagnosis of dermatomyositis had been entertained in only 
fcur instances prior to admission. Sometimes the cutaneous features are atypical, mild, or absent 
altogether. In such cases the classification of the form of polymyositis presents a dilemma to 
the neurologist (Eaton, L. M.: Neurology 4:245, 1954). In two of the patients presented today, 
the 11-year-old girl and the 50 year-old-woman, the diagnosis of lupus erythematosus is still 
tenable. From the clinical standpoint, myositis and weakness have predominated, and arthralgia 
and fatigue have been minimal. Both patients now show a positive L.E. phenomenon in the 
peripheral blood which was not present in the original survey some months ago. 

Dr. HENry MicHEtson, Minneapolis: I cannot let this opportunity go by without expressing 
my gratitude and appreciation to the dermatologists at the Clinic for calling our attention to 
dermatomyositis. I am sure that I for one, and many others, practiced dermatology for a good 
long while before we were at all aware of dermatomyositis. When first these patients were 
presented to us at a meeting here we were impressed with the similarity to lupus erythematosus, 
but as we gained more knowledge and have seen more cases the difference between dermato- 
myositis and lupus erythematosus becomes more apparent. I think there are many types of 
dermatomyositis: for example, the lupus erythematosus-like case, the scleroderma-like case, and 
those patients who have a very acute onset and a septic course and remind one of severe nervous 
system involvement. We have not been impressed with the value of the steroids in the patients 
we have treated. 


Xeroderma Pigmentosum. 


A 21-year-old white man has had cutaneous changes since he was 1 year of age, at which 
time a skin cancer was removed from the lower lip. At the age of 114 years he was given ultra- 
violet radiation which seemed to accelerate the process. Through the years multiple cancers have 
been removed from the lips, sides of the face, ears, hands, and legs. In August, 1953, multiple 
telangiectasias, pigmented macules, and hyperkeratotic areas of generalized distribution were 
noted on examination. There was cutaneous atrophy over the dorsa of the hands, feet, and 
extensor surfaces of the arms. The right eye was scarred, and an extensive symblepharon 
extended to the globe from the lower lid. Porphyrins were negative. Family history revealed 
the maternal great-grandfather and the paternal great-grandfather were brothers; the parents 
were third cousins; there were five other siblings, none of whom was affected. In September, 
1953, cortisone therapy was started with 100 mg. of cortisone and 3 gm. of potassium chloride 
daily (Guzman: Prensa méd. argent. 37:813, 1952). In December, 1953, the patient exhibited less 
freckling, erythema, and crusting, and cortisone was reduced to 50 mg. daily. 


DISCUSSION 


Dr. Francis W. Lyncu, St. Paul: This case showed three rather unusual features: 1. The 
early age of appearance of a malignant lesions—one year of age. I believe similar instances have 
been recorded but they are very uncommon. 2. The widespread and relatively equal distribution 
of the eruption, which is not a great deal severer on the exposed areas than on the areas 
usually not exposed to sunlight. Part of this may be the result of previous treatment of the 
severer lesions on the more exposed areas, and partly it may be the result of ultraviolet treat- 
ment early in life, presumably with generalized body exposure. 3. The absence of the disease in 
the five siblings of this patient. The parents are consanguinous, a condition which is not infre- 
quently observed and which is according to a Japanese report, especially common in patients 
with xeroderma pigmentosum, It is unusual that only one of six developed the disease in such a 
severe form, and five are free. 
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Dr. StepHEN RotHMAN, Chicago: The spectral sensitivity range in this disease is still 
unknown. There is no demonstrable increase in sensitivity to ultraviolet if one measures threshold 
erythema doses. Probably one should irradiate the same spot repeatedly until telangiectases, 
freckles, and keratoses develop, if one wants to demonstrate the morbid sensitivity of the skin to 
vitraviolet rays in this disease. If such experiments were carried out with monochromatic 
light or with appropriate filters, the sensitivity range could be established. There are good 
reasons to believe that the active part of the spectrum is the sunburn range, but direct evidence 
is lacking, If the sunburn rays are operating, satisfactory protection could be achieved by appli- 
cation of paraaminobenzoic acid creams. I don’t quite agree with Dr. Lynch that familial 
occurrence necessarily should be expected, because this condition has a Mendelian recessive 
inheritance. 


Dr. Hamitton MontcoMeEry, Rochester, Minn.: Generalized pigmentation in xeroderma 
pigmentosa involving regions that are not exposed to light occurs not infrequently, as in a case 
reported by Dr Reuter and me (Arco. Dermat. & Sypu. 26:256 [Aug.] 1932), and which 
subsequently was regarded by Dr. Becker and Dr. Reuter (Arco. Dermat. & Sypu. 
40:987 [Dec.] 1939) as generalized lentigo. The patient was a young woman, 32 years old. A 
biopsy from the lesions on the trunk revealed the same histologic changes as those seen on the 
surface exposed to light, although the intensity of the pigmentation was not as great either 
clinically or histologically. The biopsy in the patient presented today, unfortunately, simply 
reveals telangiectasis and fails to show any malignant changes. It has been my experience, how- 
ever, that it is difficult to select clinically what one wants to find histologically in cases of xero- 
derma pigmentosum. 


Dr. J. B. HowE tt, Dallas, Texas: When cutaneous cancers start developing in patients with 
this disease, I think they should be treated by surgical means, and irradiation should not be 
employed. X-rays and radium for multiple epitheliomas of the face and hands, given over a period 
of a few years, result in a roentgen dermatitis to an already damaged skin surface. It is there- 
fore wise to destroy the cutaneous carcinomas and precancerous lesions with electrosurgery by 
excision or by chemosurgery. When multiple epitheliomas develop at a rapid rate, the treatment 
problem is comparable to that of a patient with chronic roentgen dermatitis who is forming skin 
cancers more rapidly than they can be removed individually. In such a situation plastic surgery 
is of great help, and resurfacing the areas is indicated. 

Dr. Louis A. BrunstinG, Rochester, Minn.: Conditions associated with sensitivity to light 
fall into two groups. In one, some photosensitizer, probably of the porphyrin series, has been 
added ; in the other, including albinos, redheaded persons, and those with vitiligo, a proper defense 
is lacking to ordinary sun exposure. Patients with xeroderma pigmentosum seem to me to fall in 
this latter group, having a congenital absence of protective features in the skin, which leads to 
premature senility. 


Circumscribed Myxedema with Elephantiasis of the Feet. 


DISCUSSION 


Dr. Louis A. BRuNsSTING, Rochester, Minn.: It is of interest to note that Kirkeby reported 
benefit in a case of circumscribed myxedema following the administration of corticotropin and 
cortisone (Kirkeby, K.: J. Clin. Endocrinol. 14:561 [May] 1954). 


Porphyria Cutanea Tarda (Probably Mixed Type). 


A 52-year-old housewife, the mother of nine children, has a long history of recurrent bouts 
of nausea and vomiting with chills and fever, abnormal mental behavior of a hysterical type 
ranging from hypomania to profound depression, and finally, recurring blistering lesions of the 
skin of the face, arms, and ankles. Ten days ago she was admitted to the hospital in a semi- 
comatose state, with nausea and vomiting of several days’ duration. She was jaundiced and 
exhibited a severe degree of acidosis and electrolytic imbalance. When she was examined here 
in 1937, gastrointestinal symptoms were paramount, but physical examination was grossly nega- 
tive, and a functional background was suspected. Since her last pregnancy, in 1942, attacks of 
nausea and vomiting with chills and fever occurred as often as five or six times a year, some- 
times lasting from 7 to 10 days. No colic was present. No red urine had been noted. For several 
years she had used alcohol excessively and was in the habit of taking miscellaneous sedatives. 

A blistering eruption of the exposed skin occurred at intervals without regard to exposure 
to sunlight. On two occasions psychiatric management had been necessary. On admission here 
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one week ago, large discrete bullae were present on both surfaces of the arms, on the dorsa of 
the hands, and on the ankles, and there were erosions of the lips. She was jaundiced, but in 
addition there was suffusion of the skin to a mahogany hue. The blood contained 8.48 mg. per 
100 cc. of direct bilirubin and 0.62 mg. per 100 cc. of indirect bilirubin. The thymol turbidity 
and cephalin-cholesterol flocculation tests were normal; prothrombin time was 31 seconds. Serum 
albumin measured 3.19 gm.; globulin, 1.75 gm. per 100 cc. Blood urea was 108 mg. per 100 cc.; 
creatinine was elevated; Examination of the urine porphyrins was reported as follows: porpho- 
bilinogen, none; uroporphyrin, 9,440 y in 24 hours; coproporphyrin, 9,700 y. There was a strong 
primary fluorescence in the urine and in the fluid removed from a blister from the left fore- 
arm. A 24-hour stool sample showed uroporphyrin, 3,010 y; coproporphyrin, 2,815 y; proto- 
porphyrin, 1,590 y in 24 hours. The gastrointestinal symptoms have subsided, and the jaundice 
has receded. The patient is still restless, irritable, and compulsive. The sites of blistering on the 
arms have become denuded and show deep ulcerations with eschar formation; on the dorsa 
of the hands, tendons are visible. 


Porphyria Cutanea Tarda; Chronic Discoid Lupus Erythematosus. 


A 39-year-old American engifieer has lived in Colombia, South America, for the past 10 
years. Two years ago he developed papular scaling plaques over the face, especially the malar and 
auricular areas and the V of the neck. His skin has a dusky hue over the arms, upper trunk, head, 
and neck, present for many years. Mild blistering and fragility of the skin of the hands had been 
noted during the past two years following exposure to sun. There is no history of abdominal 
pain, psychiatric disturbances, red urine, fever, chills, or arthritis or allergies. An asymptomatic 
jaundice occurred 10 years ago. Mild hypertension has been present for four years; mild diar- 
rhea for the past five months. Alcoholism was admitted, For one month prior to admission, 
quinacrine (Atabrine), three tablets a day, had been taken, without improvement. The patient 
was first seen here in June, 1954, General examination showed a mild hypertension, a palpable 
liver, and obesity. The skin had a bluish erythematous hue to the upper trunk, face, neck, and 
upper extremities, and the erythematous, indurated plaques in the V of the neck, the ear, and 
the face were shown on histopathologic examination to have features of discoid lupus erythema- 
tosus. Tests of liver function revealed a mild degree of hepatic insufficiency. Tests for por- 
phyrins were as follows: Urine—uroporphyrin and coproporphyrin, negative; porphobilinogen, 
positive. Stool—coproporphyrin, 1,253 7 in 24 hours; uroporphyrin, 569 7; protoporphyrin, 759 7. 
The patient was instructed in an anticirrhotic diet, and alcoholic beverages were strictly inter- 
dicted. On June 30, the administration of chloroquine was begun. Since then the lesions of lupus 
erythematosus have receded. No adverse effect from this drug on the course of the porphyria 
has been noted. 2 

DISCUSSION 


Dr. Louts A. BruNnsTING, Rochester, Minn.: In the case of the man who presents lesions 
of chronic discoid lupus erythematosus as well as a mild form of chronic porphyria, the rela- 
tionship of the two conditions would appear to be coincidental. Some liver damage is present, 
presumably on the basis of alcoholism. The urine contained only porphobilinogen, but the stools 
showed large amounts of uroporphyrin, coproporphyrin, and protoporphyrin. Curiously, the 
administration of chloroquine improved the lupus erythematosus without upsetting the porphyria. 

In the other patient, the skin lesions at present are ulcerative, and gangrenous remnants of 
what once were large bullae are distributed over the hands and arms, with a few around the 
lips and ankles. When first seen the gangrenous sloughs suggest the possibility that the eruption 
is factitious. However, we have seen her through the blister phase, and the blister fluid was 
highly fluorescent. Urine and stool contained large amounts of porphyrins but porphobilinogen 
was absent on this occasion. She has a long background of symptoms relating .to the gastro- 
intestinal tract and the nervous system, which are typical of acute intermittent porphyria. I 
believe she represents the so-called mixed type of porphyria of Watson, in spite of the absence of 
porphobilinogen. Hypertrichosis and melanosis and the sclerodermoid quality of the skin are quite 
distinctive. 

Dr. STEPHEN RoTHMAN, Chicago: Hypertrichosis in porphyria has been interpreted as being 
due to porphyrin deposits in the pituitary gland. 
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Verrucous Condition (for Diagnosis). 


DISCUSSION 

Dr. Jutius E. GrnsBercG, Chicago: This young man has lived on a farm since childhood 
and has been exposed to arsenicals, according to his story. I would suspect these are possibly 
arsenical keratoses. 

Dr. CLark W. FINNERUD, Chicago: I have approximately the same impression as Dr. Gins- 
berg—arsenical keratoses—except that this does not explain the inflammatory papules that occur 
on the legs. The latter must be another process, possibly a pyoderma of some sort. 


Summer Ulcerations with Livedo Reticularis. 


A 47-year-old woman was seen in September, 1954, with recurrent painful ulcerations about 
the ankles of five years’ duration. For about one year she had noted livedo reticularis. The ulcers 
usually begin during the spring, and are worse during the summer, becoming less frequent in the 
winter. The previous two years the ulcers recurred only during the summer and were healed 
during the winter. Bed rest and elastic bandages to the lower extremities had been of some 
value. In 1950 she had a bilateral greater saphenous vein ligation without improvement. Examina- 
tion showed a patchy livedo reticularis of the extremities, pigmented scars, and multiple irregular 
ulcerations about the ankles, especially over the lateral malleoli. Arterial pulsations in the 
lower extremities are good, and there is no evidence of venous insufficiency. Laboratory studies 
are essentially normal or negative. 

DISCUSSION 

Dr. Rospert R. KIeERLanp, Rochester, Minn.: This represents a typical example of a rare 
condition which Drs. Feldaker, Hines, and I are now trying to define. With your permission, I 
will ask Dr. Feldaker to discuss this problem. 


Dr. Mauri FELDAKER, Rochester, Minn. (by invitation): This patient is quite typical of a 
group of patients with summer ulcerations. We have had 12 patients, 10 of whom have had 
livedo reticularis associated with summer ulcerations. The other two had no history or manifesta- 
tions of livedo reticularis. We used the term “pseudopernio” to designate those patients with 
summer ulcers but without livedo reticularis. All were women of middle age and had ulcerations 
that were primarily recurrent during the summer. The ulcerations began with a feeling of pain 
in the lower extremities, followed by red infarctive lesions and then formation of ulcers. The 
ulcerations are discrete or confluent, superficial or deep, and ischemic in type. No ulcerations 
were present above the knees. They were located primarily on the soles and the dorsa of the feet, 
about the ankles, and on the anterior aspects of the legs. It was uncommon for them to occur on 
the calves. Laboratory studies were negative or normal in all cases. Histopathologic studies 
from cutaneous biopsies at the site of the lesions showed proliferative and occlusive changes in 
both arteries and veins of the skin, similar to the changes in the histopathologic examination of 
biopsy specimens from ulcers in patients with winter ulcerations and livedo reticularis. Treat- 
ment in the past has been unsuccessful for the ulcerations. We have found that bed rest, elevation, 
and the use of elastic bandages when there is edema, have been helpful. Sympathectomy has been 
of little value but hexamethonium has seemed to be of some value. 

Dermatitis Herpetiformis, Atypical. 
Xanthoma Tuberosum. 
pesomarsers Lipoidica Diabeticorum with Diabetes Mellitus. 
ecrobiosis Lipoidica Diabeticorum with Diabetes Mellitus. 
saroldel, Resembling Lupus Erythematosus. 


Sromit her for Three years in Eighty-Year-Old Woman. 


Systemic Lupus Erythematosus, Subacute. 
Dermatitis Medicamentosa Quinacrine (Atabrine). 


Scleredema. 
SAN FRANCISCO DERMATOLOGICAL SOCIETY 
Edward A. Levin, President 
Max E. Krause, Secretary 
Sept. 17, 1954 
Familial Benign Chronic Pemphigus. Presented by Dr. Paut Fasat, San Rafael. 


History—This 34-year-old man first noticed his eruption 14 years ago. It has been present on 
his neck, umbilicus, and axillae since that time. Two sisters, three brothers, his father, and two 
of his father’s sisters “ave this condition. In all cases the first lesions appeared at 20 years of age. 
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Examination—When first seen by me in March, 1954, this patient presented a plaque on the 
right side of his neck consisting of numerous 2- to 3-mm. sized vesicles on an erythematous base. 
The lesions of the left axilla were less marked, and in the right axilla and umbilicus there was 
only moderate erythema. 

Laboratory Report.—The tissue section presents the changes typical of familial benign chronic 
pemphigus. 

DISCUSSION 

Dr. Patrick ButLer: I have a patient who is nicely controlled by 1 gm. of chlortetracycline 
(Aureomycin) daily. When a flare occurs, he requires 2 gm. of chlortetracycline. 

Dr. Rees B. REEs: A number of years ago we had a patient who responded well to these 
medications: Asiatic pill (a preparation of arsenic trioxide and black pepper), vitamin A and 
chlortetracycline. As a point of interest, I would like to mention that he had one lesion adjacent 
to the scrotum, which was excised. When the lesion recurred, it extended up to but not beyond 
the line of excision. ° 

Dr. Mortimer Fax, Reno, Nev.: I believe this is supposed to be really a nevoid-like con- 
dition. It is familial, and some people think it is related to Darier’s disease, at least histologically. 
In my experience, chlortetracycline at times has seemed to help, but I don’t really think there 
is any specific treatment for this disease at this time. These lesions tend to occur at lines of 
friction, and this man has one around his collar. I think these people can be taught to live with 
their disease by using protective ointments, preventing infection, and trying to get some type 
of material which does not produce friction. 

Dr. Frank Haicut, Oakland: I have a 78-year-old man whose disease is controlled with 
cortisone. He was started on 100 mg. a day but now is taking only 20 mg. This therapy has 
replaced the use of chlortetracycline ointment. 

Dr. Georce T. LENAHAN: This afternoon I saw a woman with this condition, but she was 
in no mood to be presented this evening because of a severe flare of the eruption in her axillae 
which had been caused by my intradermal injection of these areas with hydrocortisone after the 
use of hydrocortisone ointment had failed. 

Dr. Paut Fasat, San Rafael: I treated the patient with high doses of vitamin A and with 
chlortetracycline ointment locally and I had a very spectacular result for a few months, and 
then, despite the fact that he continued on this treatment, he relapsed. 


Lepromatous Leprosy in a Man Born in Minnesota. Presented by Dr. Paut Fasat, 
San Rafael. 2 


History.—This 42-year-old white man was born in Grand Rapids, Minn. His father was 
born in Finland and came here at the age of 13. His mother was born in Illinois. The patient 
lived in Grand Rapids for the first 30 years of his life. 

Fifteen. years ago he first noticed coldness of his left middle finger and numbness of his el- 
bows, which progressed slowly. Eight years ago, a diagnosis of syringomyelia was made, and 
later it was made again at a large diagnostic clinic. At that time, anesthetic..red patches with 
central clearing appeared over the body. Four years ago, the patient’s eyes began to become in- 
flamed, and nodules appeared on the face. His condition became gradually worse, and for the 
past two years he has suffered decreased vision and difficulty in breathing through his nose. 

In April of this year, a diagnosis of leprosy was suspected and confirmed by further investi- 
gation. 

Laboratory Report.—Smears from the nasal mucosa show lepra bacilli. Serologic test for 
syphilis—positive. Treponema pallidum immobilization test—negative. Lepromin test—negative. 
Sedimentation rate, Wintrobe, corrected—43 mm./l1 hour. Histopathologic examination of a 
specimen showed findings consistent with lepromatous leprosy. 

Treatment.—Treatment with Sulphetrone (4,4’-bis[v-phenyl-N-propylamino]diphenylsulfone- 
tetra sodium sulfonate) was begun on May 20, 1954. Dosage has been two to six 0.5 gm. tablets 
daily, depending on blood count and subjective symptoms, such as tiredness. So far, the patient 
has taken a total of 500 such tablets. 
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Course.—Improvement has been remarkable. After one week of treatment, the patient was 
able to breathe through his nose. His eyes are much better, and all nodules have been decreas- 
ing in size. 

The sedimentation rate is now 15.5 mm./1 hour. 


DISCUSSION 


Dr. Paut Fasat, San Rafael: Sixty years ago, there was quite a focus of leprosy in Minn- 
esota brought in from Norway, and I can well visualize this man, who is now 42 years old, 
having been in contact with some active cases in his early childhood. His father is alive and 
shows no evidence of leprosy, but he lived on a farm where there were farmhands from Finland 
and Norway with whom he may well have been in close contact during his childhood. 

Dr. Epwarp RINGROSE, Berkeley: How infectious do you think this man was before he 
started taking the drug? 

Dr. Paut Fasat: As infectious as a case of lepromatous leprosy can be. He has several 
children who are now grown up and there is no danger for them now. However, one of them 
shows some depigmented areas and is going to be observed closely. In addition, I would like 
to call your attention to one feature which is very important and not enough stressed, and that 
is the sedimentation rate. It is of great diagnostic value and a good index of response to treat- 
ment as shown in this case. 


Skin Planing of Multiple Benign Cystic Epithelioma. Presented by Dr. S. WiLLIaAM 
Levy. 


History—The patient is a 36-year-old man who noted the gradual onset of pearly lesions 
on the face at the age of 15. Since that time the lesions have increased in size and number. 
Previous therapy included roentgen rays, radium, solid carbon dioxide, liquid nitrogen, and elec- 
trodesiccation. His father had the same process, and several cousins of the patient have similar 
lesions. 

Examination——Hundreds of small, semitranslucent lesions are distributed on the face and 
neck and behind the ears. 

Laboratory Report—A stained section is presented, which shows the characteristic features 
of this disease. Two Kodachromes show the area before and after planing. 


Treatment.—A small area behind the left ear was skin planed six weeks ago. No residual 
scarring or recurrence is noted at the present time. 


DISCUSSION 


Dr. Epwarp J. R1inGroseE, Berkeley: This is a beautiful result of surgical planing, but if 
you looked in the microscope and saw the depth of the pathology in multiple benign cystic 
epithelioma, you would wonder how it could keep from recurring. I’m afraid those lesions with 
deep skin involvement will recur. 

Dr. Kemp Downy: This is a beautiful result. I think of this condition as similar to intra- 
dermal nevi, in which the lesions are destroyed down to the skin level and in 5 or 10 years 
there is a very slight protrusion of the mole. I believe this man is entitled to a surgical planing 
of all areas, as it will certainly improve his appearance and there is no other effective form 
of therapy. 

Dr. S. WiLt1AM Levy: I agree with Dr. Ringrose that we are not removing the pathology, 
which extends almost to the subcutaneous fat. By removing only the superficial portion we may 
have recurrences, but in the interim the patient is cosmetically more acceptable. 

Occasionally the lesions of multiple benign cystic epithelioma can ulcerate and become the 
sites of basal cell epitheliomas. Although some areas of this patient keep enlarging and new 
lesions keep appearing, there has been no ulceration in 20 years. 


Nevus Pigmentosis et Pilosis (Bathing Trunk Distribution). Presented by Dr. F. K. Haicur and Dr. J. E. 
SCHREIDER. 

Ectodermal Defect (Scalp). Presented by Dr. F. K, Haircut and Dr. J. E. ScHREIDER. 

Sarcoidosis. Presented by Dr. Epwarp J. RINGROSE. 

Ectodermal Defect of Scalp. Presented by Dr. F. K. Haicut and Dr. J. E. SCHREIDER. 
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Edward A. Levin, President 


Max E. Krause, Secretary 
Oct. 15, 1954 


Case For Diagnosis. Lymphocytoma Cutis? Rosacea-like Tuberculid? Presented by 
Dr. Rees B. REEs and Dr. MicHAEL J. FRANzBLAU, (by invitation). 


History.—Nine years ago the patient, N. R. S., a 41-year-old woman, first noticed an erup- 
tion on her face and forehead, similar in appearance to her present condition. In 1947 she con- 
sulted a dermatologist, who obtained a biopsy specimen and made a diagnosis of lupus miliaris 
disseminatus faciei and treated the patient with injections of gold sodium thiosulfate, with some 
benefit. Six years ago, because of an exacerbation of her eruption, she was treated with calciferol, 
again with improvement. Two years ago, the patient received another course of treatment with 
calciferol and noted improvement again. Within the past three months her skin eruption pro- 
gressed again and she presented herself for treatment at the University of California, Depart- 
ment of Dermatology. 

Examination.—Physical examination of the patient reveals an erythematous maculopapular 
eruption over the forehead, upper lip, and neck. The individual lesions are discrete, somewhat 
translucent in character, slightly raised above the skin surface, 1 to 3 mm. in diameter, irregular 
in outline, with some tendency toward coalescence. The lesions are numerous, being concen- 
trated mainly about the temporal areas, hairline, and upper lip. On diascopic examination they 
appear to be yellowish-brown nodules. No other physical abnormalities are found. 

Laboratory Report.—Biopsy specimen obtained in September, 1954, is consistent with a 
diagnosis of lymphocytoma cutis. P. P. D. tuberculin (first strength) was positive. Chest roent- 
genogram shows bilateral old inflammatory disease. Result of urinalysis was normal. Hemogram 
was normal. 

Treatment.—Treatment here has consisted of sulfisoxazole (Gantrisin), 0.5 gm. q. i. d., for 
one’ week and chloroquine phosphate, 0.25 gm. daily, for two weeks, with no observable change. 


DISCUSSION 


Dr. Paut Fasat, San Rafael: This is a remarkable case because there is such a great 
discrepancy between clinical appearance and histopathology. I think clinically one would have 
to consider it a typical case of lupus miliaris disseminatus faciei, and histologically the sections 
certainly don’t fit this picture. When I saw the section first, after seeing the case clinically, 
I thought we had only a tangential cut of the edge of a tubercle and therefore suggested deeper 
sections. I understand that quite a number of deep sections were done, and they all give exactly 
the same picture. Therefore, I feel that in this case we have to take the pathologic picture as 
stronger evidence and make a diagnosis of lymphocytoma cutis. I would suggest superficial 
x-ray therapy more or less as a therapeutic test because lymphocytoma reacts very well to x-ray 
therapy whereas lupus miliaris disseminatus does not. I think we are entitled to do this on the 
basis of the histopathologic findings. 

Dr. Epwarp J. Rrncrose, Berkeley: Rather than a typical case of lupus miliaris disseminatus 
faciei I would consider this a typical case of a rosacea-like tuberculid of Lewandowsky. Cer- 
tainly the histologic picture throws doubt on that diagnosis, but I would still strongly consider 
it from the clinical picture. 

Dr. Rees B. Rees: I have attempted several times to make a diagnosis of rosacea-like 
tuberculid but I have never been able to make it stick. These lesions are micropapular; they 
are rosy, and the distribution would conform to rosacea-like tuberculid. I agree that x-ray 
therapy should be tried to confirm the diagnosis of lymphocytoma cutis. 


Psoriasis. Presented by Dr. R. E. JoHNSEN and Dr. E. W. Farser. 

History—A. B., a 4%-year-old American girl, was essentially well except for an episode 
of measles beginning about July 12, 1954. On Aug. 1, 1954, discrete, erythematous, dry, scaling 
lesions appeared on both palms and then on the soles. Within a month the perioral area, ears, 
scalp, back, and abdomen were similarly involved. Moderate pruritus was noted. During the first 
month, she was given vitamins and received ultraviolet light to all areas. 
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Examination.—There are dry, erythematous, scaling lesions involving the scalp, forehead, 
eyelids, perioral areas, chin, ears, neck, upper chest, sacral area, palms, and soles, and a rather 
prominent horizontal strip is present on the midabdomen, which area recently received ultra- 
violet light therapy. 

Laboratory Report—A specimen for biopsy was consistent with the diagnosis of psoriasis. 

The KOH preparation and culture did not show any evidence of fungi. 

The blood count showed only a moderately elevated white cell count—12,500, Urinalysis was 
normal. Serum proteins and ratio were normal. Slight hypercholesterolemia—305 and 301 mg. 
per 100 cc. The antistreptolysin titer was not elevated. Stool examinations were normal. Duo- 
denal intubation showed normal trypsin and amylase. Nose and throat cultures showed usual 
flora. Iodine uptake studies were normal. 

Course——Slow improvement of the scalp and body lesions has followed the use of oint- 
ments containing salicylic acid, ammoniated mercury, and tar. 


DISCUSSION 


Dr. Ervin Epstein, Oakland: There is no reason why a child of four could not have psori- 
asis. She does have lesions on the knees and elbows. However, the individual lesions do not 
resemble psoriasis. She has lesions in areas where psoriasis is uncommon, such as the face. The 
lesions of the palms and soles are different from those of psoriasis. I would like to suggest 
the diagnosis of pityriasis rubra pilaris. 

Dr. Epwarp RrincGrosk, Berkeley: I don’t think there is any question about the diagnosis 
being pityriasis rubra pilaris. The patient obviously doesn’t have psoriasis. Psoriasis starts as 
a tiny, scaling papule, and all the individual lesions start that way. She has many lesions and 
broad areas that are simply keratotic. She has lesions on all areas typically involved in pityriasis 
rubra pilaris. This disease frequently starts around the face and nose and usually involves the 
palms and soles. On the dorsum of the hands you can see the little keratotic areas right around 
the hair follicles which are a pathognomonic sign of pityriasis rubra pilaris. As therapy, I would 
like to suggest large doses of vitamin A. 

Dr. Rees B. Rees: There are two features here that speak for psoriasis. One of them I 
shall consider pathognomonic until somebody proves:‘me wrong. That is the stippling of the nails. 
The other thing is the Koebner phenomenon on her abdomen from the ultraviolet light. 


Dr. Ervin Epstern, Oakland: I hesitate to discuss a case twice but I would like to say one 
thing about the use of large doses of vitamin A in children. In a child of 4% years, it is very 
dangerous procedure. Before the Pacific Dermatological Association several years ago I presented 
a patient who had hypervitaminosis A: It was manifested by an itching eruption, a leukemoid 
blood picture, and bone changes which resulted in stunting of the growth of her legs. The 
dermatitis this patient has would be preferable to hypervitaminosis. Regarding the stippling of 
the nails, this is not a pathognomonic feature of psoriasis. 


Dr. Epwarp RinGrosE, Berkeley: I do not think the Koebner phenomenon has any value 
in differential diagnosis. It is seen in diseases other than psoriasis and possibly is more com- 
mon in lichen planus than in psoriasis, and you certainly would not want to consider lichen 
planus here. 

Dr. ARNE INGELS: Regarding my use of Entozyme (preparation containing pepsin, pancre- 
atin, and bile salts) in psoriasis, I would like to say that within the past two weeks I have had 
the pleasure of confirming my findings in two additional cases, one of them after prolonged 
therapy. The other case, which had cleared nicely, suffered a prompt recurrence when Entozyme 
was discontinued. I think Entozyme merits further investigation. 


Dr. R. E. Jounsen: I should like to thank those who gave us the diagnosis in this case, 
assuming they are correct. If the response we had to therapy is any measure of the diagnosis, 
then they probably are correct because we certainly havn’t made much headway from that 
standpoint. Because the manufacturers of pancreatic extracts have predicated a disturbance 
in fat metabolism, we studied this child’s pancreatic enzymes by duodenal intubation. Both tryp- 
sin and amylase determinations were normal. Except for one study in Minnesota of 15 cases 
which were for the most part normal, we know of no other investigations of pancreatic enzymes 
in psoriasis. We hope to do more work along this line. 
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Dr. Eucene M. Farser: I do not wish to be argumentative, but there is almost no ques- 
tion in my mind that this child has typical and classical psoriasis. We have had this child in 
the hospital receiving the Goeckerman treatment, and we do not use that treatment very often 
in pityriasis rubra pilaris. The discussers did not have the advantage of seeing the very typical 
and diagnostic microscopic section which was not available until late in the meeting. I have 
never seen pitting of the nails in pityriasis rubra pilaris. The very distinctive pitting of the fin- 
gernails in this child is astoundingly significant, and we ought to recognize this as psoriasis. In 
addition, pityriasis rubra pilaris never produces a Koebner’s phenomenon. 

This child has been recalcitrant to all forms of local therapy. A great deal of time and money 
has been spent investigating this child, and yet we leave this case without a single clue except 
for a higher serum cholesterol than is normal for this age group. She is refractile to tar, and 
we hesitate to use ultraviolet light because of the Koebner phenomenon. However, instead of 
being frustrated by psoriasis, I believe we should study these cases harder than ever. 





















Congenital Arterio-venous Fistulae? (Bilateral, Legs). Presented by Capt. J. B. RICHARDSON, Medical Corps, 
United States Army (by invitation). 

Scleroderma (Lichen Myxedematosis). Presented by Dr. EUGENE M. FARBER and Dr. Paut M. CROSSLAND. 

Steatocystoma Multiplex. Presented by Dr. CLINTON G. BEIRNE (by invitation). 

Pretibial Myxedema. Presented by Dr. HERBERT L. JOSEPH. 

Mycetoma of the Right Foot Caused by Nocardia Asteroides. Presented by Dr. E>warp J. RINGROSE and Dr. 
CaROLINE HAL (by invitation). 

Mycosis Fungoides. Presented by Dr. Kemp H. Downy. 

Multiple Superficial Basal Cell Epitheliomatosis in Areas of X-Ray Radiation. Presented by Dr. MANUEL F. 
ALLENDE. 

Psoriasiform Discoid Lupus Erythematosus. Presented by Dr. EDwin M. HAMLIN. 

















Obituaries 





WILLIAM HENRY GOECKERMAN, M.D. 
1884-1954 


ILLIAM HENRY GOECKERMAN died of cancer on Nov. 8, 1954. His 
death ended the career of a distinguished dermatologist. 

Dr. Goeckerman was born on June 17, 1884, in Hanover, Germany, and was 
brought to this country at the age of 10 months. After grammar school he spent 
five years in Concordia College, pursuing a classical course. He received his 
degree in medicine from the Wisconsin College of Physicians and Surgeons in 1906. 
He served a general internship at Milwaukee County Hospital for a year and he 
spent three years on the staff of the Milwaukee County Hospital for the Insane. 
The following six months he spent at Rush Medical College attending the clinics 





WILLIAM HENRY GOECKERMAN, M.D. 
1884-1954 


of Dr. Ormsby and his staff. He returned to Milwaukee to continue in general 
practice for six years but at the same time he attended the dermatologic clinics 
at Marquette University. Even in his medical school days he manifested special 
interest in dermatology and his classmates referred to him as “Unna.” He was 
married to Alma Sieglaff on Jan. 26, 1914. She died on Feb. 24, 1924. 

On Sept. 1, 1917, Dr. Goeckerman became a first assistant in the Section of 
Dermatology and Syphilology of the Mayo Clinic at the invitation of Dr. John H. 
Stokes. During the 15 years he spent at the Mayo Clinic he published 40 papers. 
Among his outstanding contributions were papers on “Congenital Ectodermal 
Defect,” “A Peculiar Discoloration of the Skin from Proprietary Face Cream,” 
and, in 1925, “The Treatment of Psoriasis.” The technique of using crude coal 
tar as the agent to sensitize the skin to ultraviolet light followed experiments with 
285 










A. M. A. ARCHIVES OF DERMATOLOGY 





many other light-sensitizing chemicals. This treatment is now referred to inter- 
nationally as the “Goeckerman treatment for psoriasis.”” Equally important was 
his report in 1928 on the visceral manifestations of sarcoidosis. 

In 1930, he reported on “The Relationship of the Emotions and Cutaneous 
Lesions.” The conviction that emotional tension plays an important role in many 
skin diseases came to him early, probably because of his experience with the insane. 
He advocated the psychosomatic common-sense approach but did not accept the 
Freudian concept. 

Dr. Goeckerman spent several sabbatical vacations in Europe, not as a tourist 
but as a student. He often referred to the many pleasant after-dinner sessions he 
spent in Jadassohn’s home in Breslau. Here he formed his concept of poikiloderma 
of Jacobi as a separate and seldom correctly diagnosed entity. He held that it is 
a congenital anomaly, not manifested until later in life. 

On Sept. 1, 1932, Dr. Goeckerman entered the private practice of dermatology 
in Los Angeles. He was married to Magdalena Sara (Betty) Moore on Oct. 18, 
1933. He was Consultant in Dermatology, at St. Vincents Hospital and at The 
California Hospital, and Clinical Professor of Dermatology at the University of 
Southern California. 

Dr. Goeckerman was a member of the American Medical Association, the 
American Dermatological Association, the California Medical Association (Chair- 
man of the Dermatologic Section, 1934), the Los Angeles Dermatological Society 
(President, 1943), Los Angeles Academy of Medicine; Alumni Association of the 
Mayo Foundation; Sigma Xi; Phi Delta; the Los Angeles Country Club, and 
the Executives Club of Whittier. : 

Dr. Goeckerman was a natural student and a constant reader. He gave much 
credit to his early training in a religious school, where he was taught discipline 
and the value of concentration. His avocations were fishing and avocado culture. 
During September of each year he spent several weeks trolling for salmon in the 
Klamath River, where his luck was always good. 

Dr. Goeckerman led a full life. He contributed of his time and experience to 
his fellow men and he enjoyed most of the conservative pleasures of living. He 


will be missed by all who knew him. 
Louis F. X. WitHetm, M.D. 
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Diseases of the Skin. Eighth Edition. By Oliver S. Ormsby and Hamilton Montgomery. 
Price, $22.00. Pp. 1503, with 768 illustrations. Lea & Febiger, 600 S. Washington Square, 
Philadelphia 6, 1954. 


Dermatologists everywhere will welcome the new (eighth) edition of the familiar.““Diseases of 
the Skin” by the late Dr. Ormsby and Dr. Hamilton Montgomery. It contains numerous changes 
and improvements by the authors and their collaborators, DeLamater, Farber, Kierland, and 
Lobitz. The chapter on syphilis has been diminished and that on general physiology and chemistry 
expanded. Again in this edition the binding, paper, format, and printing are excellent. Minor 
errors, which often annoy readers, are remarkably few but include some incorrect page headings. 
Illustrations are numerous (768) but some are old and antiquated. Some older photographs in 
previous editions have been replaced, but many still fail to give the best possible demonstration of 
the clinical features. The color plates, too, could probably be improved and used to better 
advantage (4 of the 11 pages are devoted to radiodermatitis and 1 to rather severe hidradenitis 
axillaris). Photomicrographs are numerous. 


The introductory sections are good, effecting a reasonable compromise between the more 
general information which is helpful to the medical student and general practitioner, and the 
more monographic approach desired by dermatologists in training or practice. A notable 
improvement is the anatomic and embryologic consideration of the nails. In General Therapeutics, 
the authors might well have omitted consideration of even more of the drugs formerly used 
internally, the use of galvanic and faradic current in acne, etc., and devoted more of the avail- 
able space to the technic of use of wet dressings, cryotherapy, etc. 


Many of the sections on individual diseases have been extensively revised, especially those 
on lupus erythematosus and the disorders of pigmentation. In considering urticaria the authors 
could have helped many practitioners by devoting more space to the etiologic importance of 
penicillin and to psychologic factors. Space could probably be gained without loss of clarity if 
many occasional or rare causes of dermatitis venenata were listed rather than treated discursively, 
and among the listed causes of dermatitis medicamentosa are many substances which are no 
longer in general use. The consideration of herpes simplex could easily be improved with modern 
knowledge. The modern pathology of pemphigus has been excellently reviewed, but the clinical 
features deserve similar revision, especially as regards those “transitions” or diagnostic problems, 
cases having some resemblance to dermatitis herpetiformis. 


Many of the antiquated therapeutic suggestions have been removed, but further moderniza- 
tion is possible (e. g., for impetigo, furuncles, sycosis) ; and with so common a disease as acne 
the reader obtains no information on abrasive therapy and very little on endocrine agents, 
although both modalities at the present have numerous supporters. More detailed therapeutic 
instruction might be desirable for keloids, anogenital pruritus, and other conditions, but perhaps 
the greatest therapeutic lack is evident in cancer, with only one page devoted to squamous cell 
lesions and three lines to those of basal cell origin. The latter are regarded as “relatively radio- 
resistant,” and the authors give scant consideration to radiotherapy, which is generally regarded 
as the most popular agent throughout the United States. 


In the case of a text as popular as this, one may confidently expect subsequent revisions. 
Since the responsibility then will presumably be that of one rather than two persons, the 
readers can expect even greater revisions and removal of anachronisms. (How many dermatolo- 
gists are familiar with the “scruple” (page 1345) as a measure of weight?) Rearrangement in the 
order of consideration of diseases might make for easier reading and for clearer understanding 
of their mutual relationships. A practitioner might appreciate more extensive consideration of 
dyshidrosiform eczematous eruptions, dermatitis of the ears, occupational dermatitis, therapy of 
warts, etc. Perhaps no author can satisfy the majority of readers with any one classification of 
eczema, but the present section could certainly be improved, most notably with reference to 
infectious eczematization. (Infectious factors might also receive more attention under seborrheic 
dermatitis, anogenital pruritus, etc.) 

Today an author or editor must seriously question what space to allot to syphilis, but if the 
subject is to be included one might expect more attention to its general course, serologic 
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problems (e. g., false positive reactions) and internal manifestations. The reviewer fully realizes 
that a dermatologic text must emphasize the cutaneous features. 

Since costs are high and dermatologists are relatively few, such a text as this must appeal to 
a wide range of readers. It has been very successful in the past, and this edition certainly 
deserves comparable acceptance. If the detail and the wide coverage may discourage some medical 
students, then that criticism is only that the book is “too good.” The general practitioner, too, 
may flounder in some places but he does have great need for at least one such modern, inclusive, 
major text. No American dermatologist should be without this (or at least the next most recent) 
edition in his office or his personal library. This current text is a necessity for the dermatologist 
in training and is almost equally required by teachers of dermatology in medical or post- 
graduate schools. Ormsby and Montgomery’s “Diseases of the Skin” is certainly a classic, and 
probably the classic, text, for all English speaking or reading physicians. 


Précis de mycologie: Mycologie générale; mycologie humaine et animale; techniques. 
By M. Langeron. Second Edition, revised and enlarged, by R. Vanbreuseghem, Agrégé de 
Enseignement supérieur (Université de Bruxelles) ; Chargé de Recherches par I’Institut 
par la Recherche Scientifique en Afrique Centrale. Price: paper, 4,800 francs; boards, 
5,400 francs. Pp. 701, with 461 illustrations. Masson et Cie, 120 Boulevard Saint-Germain, 
Paris 6,¢ 1954. 


Although this work is one in the series of Masson et Cie “Précis,” which means abridged, it 
is nevertheless a full-length work on general human and animal mycology, with a full description 
of techniques for microscopical examination and culture of the organisms found in the super- 
ficial and deep mycoses. 

In his preface to the second edition Dr. Edmond Sergent, Directeur de I’Institut Pasteur 
d’ Algérie, says: : 

“Maurice Langeron published in 1945, despite the difficulties of the time, an excellent ‘Précts 
DE MycotoetE,’ in which were found qualities of sound erudition and scrupulous exactitude 
which characterize all of his publications. This first edition ‘Précis’ had such a success that it 
was quickly sold, and M. Langeron prepared a second edition, whereupon death took our 
greatly regretted colleague and friend. 

“The task of publication of a new edition was confided to R. Vanbreuseghem, who accom- 
plished: a remarkable work of revision which ended not only in bringing up to date the recent 
developments in the science of mycology, of which there is an incessant progress, but a working 
over of most of the chapters and a complete renovation of those chapters on medical mycology. 

“The second edition is composed of three parts: 


I—Mycology in general, which comprises the seven first chapters and the tenth and 
eleventh of the first edition. 
II—Techniques of the study of the fungi (Chapter VIII of the first edition). 

III—Medical mycology. This part is entirely new, signed by R. Vanbreuseghem, and replaces 
Chapter IX in the first edition.” 

The volume is printed on excellent stock, profusely illustrated, and bound in the very best 
tradition of Masson et Cie, The bibliography is comprehensive, thereby completing the qualifica- 
tions for a reference work which should be available to all workers interested in mycology. A 
mere working knowledge of French should be sufficient for any one with a good foundation in 
mycology to make much use of this valuable work. It is recommended without qualification. 
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On March 3, 1955, we pay tribute to 
the memory of one who has made a vital 
contribution to science. When Fritz Schau- 
dinn made his remarkable discovery of 
the Spirochaeta pallida (Treponema palli- 
dum) he opened up a whole new approach to 
research in syphilis. In the light of its signif- 
icance it may be well to review briefly the 
history of the S. pallida. 

Dr. John Siegel, an assistant at the Insti- 
tute of Zoology of the University of Berlin, 
on Feb. 2, 1905, submitted through the 
Director of the Institute, Prof. Franz E. 
Schulze, a report to the Prussian Academy of 
Sciences in which he stated that he found 
in lesions of primary syphilis, in syphilitic 
condylomas, and in the blood of persons with 
syphilis protozoa similar to those he had pre- 
viously described for scarlatina, sma!lpox, 
and foot-and-mouth disease. He also found 
these organisms, which he called Cytor- 
rhyctes luis, in the blood, skin, and iris of 
rabbits after subcutaneous and intraocular 
injection of syphilitic human material. 

On Feb. 15, 1905, Dr. Kohler, Prasi- 
dent des kaiserlichen Gesundheitsamtes (Im- 
perial Health Institute), asked Regierungsrat 
Dr. Schaudinn, who was head of the Depart- 
ment of Parasitology, and Dr. F. Neufeld, 
an assistant of the Institute, to investigate 
the findings of Siegel. They were to confer 
with Prof. Edmund Lesser, the Director 
of the Dermatologic Clinic of the University 
of Berlin, and request him to furnish any 
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necessary material. Professor Lesser agreed 
and proposed Dr. Erich Hoffmann, first as- 
sistant of his clinic, as co-worker. At Lesser’s 
suggestion a conference was held on Feb. 23 
at the Imperial Health Institute under the 
chairmanship of Kohler, and with Lesser, 
Schaudinn, and Neufeld participating. It was 
resolved that Schaudinn as _ parasitologist, 
Neufeld as bacteriologist, and Hoffmann as 
syphilologist check the findings of Siegel 
and publish their results in the “Arbeiten 
aus dem_ kaiserlichen Gesundheitsamt” 
(Papers of the Imperial Health Institute). 
According to Siegel and his collaborator, 
Dr. Walther Schulze, the Cytorrhyctes, a 
small and very mobile protozoan with cilia 
(a flagellate), could be definitely recognized 
in the kidney juice of rabbits inoculated with 
syphilis. Smaller Trypanosoma-like forms 
could be found in the blood, together with 
larger immobile, pear-like forms with 4 to 
16 nuclei. Juvenile forms developed through 
disintegration of the larger forms. The in- 
vestigators saw all these forms in every drop 
of rabbit blood several days after the inocula- 
tion. They described nodules of the iris and 
skin changes as pathologic lesions in the 
inoculated rabbits. Neufeld carried out his 
own inoculation experiments on rabbits and 
could not confirm any findings of Siegel and 
Schulze. 

On March 3, 1905, Schaudinn, Hoffmann, 
and Neufeld began their joint study at Berlin 
University’s Clinic of Dermatology. Schau- 
dinn used a Zeiss microscope with the best 
apochromat and recognized in a fresh, un- 
stained smear of tissue juice of a syphilitic 
papule of the secondary stage (it had been 
excised by Hoffmann) fine spirochetes and 
numerous other micro-organisms. He im- 
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mediately showed them to the persons pres- 
ent: Hoffmann, Neufeld, and Gonder, his 
assistant. On the same day Schaudinn also 
examined nonsyphilitic condylomas (acu- 
minate) and found a great number of coarse 
spirochetes. (It must be emphasized that 
Schaudinn first saw the S. pallida on 
March 3, but he did not claim on that day 
that it was the organism causing syphilis. ) 


Schaudinn and Siegel mentioned their 
respective findings at a conference in the 
Imperial Health Institute on March 20. The 
minutes of the conference, written by Gonder 
and signed by Schaudinn, summarized Schau- 
dinn’s findings as follows: “Examinations 
about syphilis had been started a short time 
ago by the Imperial Health Institute. Speci- 
mens of syphilitic nonulcerated condylomas 
as well as nonsyphilitic condylomas and 
pustules of the skin had been examined mi- 
croscopically. Many organisms had been 
found and certainly protozoa were among 
them. A general problem must be solved, the 
study of the protozoan fauna of man about 
which there is at present little knowledge. 
This study is important for the critical inter- 
pretation of disease-causing organisms. Siegel 
deserves appreciation for his work if only 
for the fact that it had attracted the attention 
of other investigators.” ® 

Two observations which Schaudinn alone 
made in his laboratory were decisive in the 
recognition of the importance of the spiro- 
chetes : the differentiation of various types of 
spirochetes and the finding of one type in the 
lymph node of a person recently infected with 
syphilis. From Lesser’s clinic Hoffmann fur- 
nished further material, which was examined 
by Schaudinn in his department. In examin- 
ing one of these specimens he became con- 
vinced that two types of spirochetes, fine and 
coarse, had to be distinguished. He now felt 
that the fine spirochetes might be of etiologic 
importance and therefore requested Hoff- 
mann to furnish material of inner organs of 
persons with syphilis. He hoped to be able to 
eliminate the adulteration by saprophytes. 
Hoffmann submitted new smears of a syphili- 
tic inguinal gland which he had made and ex- 
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amined for organisms four years ago without 
finding any results. Schaudinn then stained 
these smears by the Giemsa method, and 
found after extensive search a few spiro- 
chetes, which he immediately showed to Neu- 
feld. He also took photographs of the spiro- 
chetes. These activities took place simul- 
taneously on Sunday, March 26, with Schau- 
dinn and Neufeld alone in the laboratory. 

The discovery of the S. pallida in the 
lymph node was the real discovery of the S. 
pallida as the cause of syphilis. 


Further examinations carried out during 
the last days of March by Schaudinn and his 
assistant Gonder, as well as by Hoffmann, 
revealed additional positive findings in fresh, 
unstained, and stained specimens. Based on 
these results, a conference took place on April 
1 in the Imperial Health Institute, at which 
an early publication of the findings was 
agreed upon. Neufeld voluntarily resigned, 
and Kohler left the agreement about the 
details of the paper to Schaudinn and Hoff- 
mann. Schaudinn consented to a joint publi- 
cation, “Preliminary Report on the Presence 
of Spirochetes in Syphilitic Lesions and in 
Papillomas.”? On April 5, Hoffmann wrote 
the clinical part of the paper, and on April 6, 
Schaudinn added the description of the 
method of examination and the qualities of 
the parasites found. The first paragraph of 
the report, translated from the German text, 
is as follows: “At the suggestion of the Presi- 
dent of the Imperial Health Institute, Dr. 
Kohler, and with the cooperation of Prof. 
E. Lesser, we started jointly with Drs. Neu- 
feld and Gonder investigations about the 
findings of micro-organisms in syphilitic 
lesions. Schaudinn found in live as well as in 
stained specimens organisms which must be 
placed with the genus Spirochaeta. As a 
result of his studies on the Spirochaeta zie- 
manni of the little owl he claimed that the 
genus Spirochaeta belongs systematically to 
the class of protozoa. Hitherto, the spiro- 
chetes could be found on the surface of secret- 
ing syphilitic efflorescences as well as in the 
depth of the tissue and in syphilitic inguinal 
nodes.” 
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In the meantime Dr. Kohler had received a 
report from Prof. Robert Koch about his 
studies on human trypanosomiasis in Africa. 
Koch had reported that the causative organ- 
isms could be found by puncture and needle 
aspiration of the enlarged nuchal lymph 
nodes. The question then arose whether it 
was possible to use the method of aspiration 
of syphilitic lymph nodes instead of the 
method of operative removal which had pre- 
viously been used in search of the Spiro- 
chaeta. Already on April 15, Hoffmann 
succeeded with the first puncture and aspira- 
tion of an inguinal gland in a syphilitic pa- 
tient. 

On May 4, a second joint publication by 
Schaudinn and Hoffmann appeared, “Find- 
ings of Spirochetes in the Lymph Node 
Juice of Persons with Syphilis.”*? Again we 
can read that Schaudinn was “the first who 
found these spirochaetes.” This paper gives a 
detailed description of the lymph node aspira- 
tion (by Hoffmann) and positive findings of 
spirochetes in the lymph node juice of eight 
persons with syphilis. The paper also states 
that in order to possess suitable material for 
later studies, and especially for verifications, 
Hoffmann, in 1901, preserved paraffin blocks 
and a great number of smears on cover slips 
of a syphilitic chancre and its inguinal gland, 
which he now gave to Schaudinn for stain- 
ing. The smears were made in such a man- 
ner that small pieces of the inner part of the 
lymph nodes and the under part of the 
chancre which had immediately been sep- 
arated by scalpel from the upper eroded part 
were spread on a cover slip. In the exam- 
ination of syphilitic chancres, germs from the 
secreting surface were thus avoided in the 
smears. This second report by Schaudinn 
and Hoffmann closed with the statement that, 
although the S. pallida found regularly in the 
lymph node juice of eight carefully examined 
cases of syphilis differs from types hitherto 
known, the authors did not intend to express 
a definite opinion about the possible etiologic 
significance of the S. pallida. As in their first 
publication, they only wanted to report their 








findings and leave the decision of the im- 
portant question to further research. 

On May 17, there was a microscopic dem- 
onstration of the S. pallida and other spiro- 
chetes by Schaudinn and Hoffmann at a 
meeting of the Berlin Medical Society.* 
Schaudinn gave a detailed description of the 
S. pallida and its staining qualities. He also 
reported the findings of S. pallida by punc- 
ture in the spleen blood of a person with 
secondary syphilis, one day before the ap- 
pearance of the roseola. Finally he made 
known that Prof. Elie Metchnikoff, of Paris, 
had found S. ‘pallida in several cases of 
chancre of apes inoculated with syphilis. 
Hoffmann spoke about the clinical findings 
and reported that Buschke and Fischer had 
found S. pallida in smears from the liver and 
spleen of a child who had died from fulmi- 
nant congenital syphilis. He again stressed 
that in spite of their regular finding of S. 
pallida in 7 syphilitic chancres, 9 papules of 
secondary syphilis, and 12 lymph nodes, 
Schaudinn and he were not yet in a position 
to state that the discovered organism was the 
cause of syphilis. In a supplement to the 
paper publishing this talk, Hoffmann made 
known the finding of S. pallida in pemphigus 
syphiliticus by Levaditi and Salnon. He con- 
firmed the findings of these investigators in 
the case of an infant with congenital syphilis 
who had died 10 hours after birth. He also 
mentioned that both Schaudinn and he had 
verified the finding of Metchnikoff and 
Wechselmann of S. pallida in entirely closed 
papules of secondary syphilis on the parts of 
the body far away from the genitals. 

On May 24, a discussion of the findings 
of Schaudinn and Hoffmann took place at an- 
other meeting of the Berlin Medical Society. 
Buschke, Wechselmann, and Pielick con- 
firmed the finding of S. pallida in syphilis, 
whereas Siegel and his followers voiced their 
contrary opinion. The well-known derma- 
tologist, Oskar Lassar, reminded the audi- 
ence that during the past 25 years exactly 25 
organisms of syphilis had been discovered. 
The president of the society, Professor Berg- 
mann, who already at the opening of the dis- 
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cussion had spoken of the S. pallida as the 
“alleged” organism of syphilis, adjourned the 
meeting with the words, “I am herewith clos- 
ing the meeting until another organism of 
syphilis will claim our attention.” On June 
8, Hoffmann gave a talk, “Further Reports 
on the Presence of Spirochaeta Pallida 
in Syphilis,”* at a meeting of the Society of 
Physicians of the Charité in Berlin. He sum- 
marized the findings of Schaudinn and him- 
self and also reported that other investigators 
from Germany and abroad had confirmed 
them. 


From the thorough and objective study of 
the pertinent literature, there should be no 
doubt that Fritz Schaudinn was the first who 
saw the S. pallida. Erich Hoffmann furnished 
the clinical material from Lesser’s clinic for 
the microscopic examinations. Hoffmann de- 
serves the greatest merit for his relentless 
work in the exhaustive investigations imme- 
diately following Schaudinn’s discovery. A 
short time after the discovery the S. pallida 
could be found in all manifestations of 
acquired and congenital syphilis and also in 
certain diseases of blood vessels and in 
meningeal affections in which a definite 
syphilitic etiology had not been proved previ- 
ously. In 1913, eight years later, Noguchi 
succeeded in finding the S. pallida in the 
brain and spinal cord of persons suffering 
from tabes dorsalis and dementia paralytica. 
Thus it was finally proved that both these 
diseases were syphilitic processes in origin. 


The discovery of the S. pallida gave tre- 
mendous impetus to the entire syphilis re- 
search. It made possible the exact and early 
diagnosis of syphilis, especially of primary 
syphilis; it stimulated the study of the pa- 
thology of syphilis; it was most important 
for the development of new antisyphilitic 
agents, culminating in Paul Erlich’s chemo- 
therapy of syphilis. For the past 50 years 
since the discovery of the S. pallida, Hoff- 
mann, Schaudinn’s tireless and dynamic col- 
laborator, enjoyed the good fortune of being 
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able to see the immense progress in syphilis 
research and actively to participate in it. 

Fate prevented Schaudinn from knowing 
the far-reaching effects of his work. The dis- 
covery of the S. pallida was an indispensable 
prerequisite for the successful fight against 
syphilis, one of the most formidable scourges 
of the human race. His untimely death, on 
June 22, 1906, at the early age of 34, took 
from the world a brilliant scientist, cut off a 
career at its crowning point, but left to man- 
kind and medical science the blessing of his 
research. 


458 Bridge St. 
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INTRODUCTION 


The pathogenesis of mycosis fungoides 
appears to be one of the most perplexing 
subjects in dermatology. Its nosologic status 
is far from settled, and there is no complete 
agreement as to the proper name for the 
condition. The present classification of my- 
cosis fungoides as one of the lymphoblas- 
tomas places it in a group consisting of vague 
manifestations of reticuloendothelial system 
disease not readily classifiable. Another con- 
fusing aspect is whether or not mycosis 
fungoides should be considered as a disease 
sui generis or merely as a clinical manifesta- 
tion of leukemia, Hodgkin’s disease, or 
lymphosarcoma. 

The source of confusion probably lies in 
the improper classification of cases, namely, 
the inclusion of mycosis fungoides “d’em- 
blée” ' and the “erythroderma’”’? types of my- 
cosis fungoides with the classical (Alibert) 
form of mycosis fungoides. In my opinion, 
the d’emblée type is always lymphosarcoma, 
except for rare cases which are the primary 
lesion of Hodgkin’s disease (chancre lympho- 
granulomateaux), while the erythroderma 
form is a manifestation of lymphatic leu- 
kemia, Hodgkin’s disease, or lymphosar- 
coma; whereas the classical form, described 
by Alibert, is the only form which constitutes 
true mycosis fungoides. On this supposition, 
there is disagreement with Symmers®* that 
“Mycosis fungoides is a clinical and patho- 
logic nonexistent.” I favor Robb-Smith’s * 
opinion that “Through all the varying ac- 
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counts one gains the impression there is a 
distinct clinical entity with a characteristic 
histology, and that if really critical observa- 
tion and histology were applied to these dis- 
orders (reticuloses), mycosis fungoides 
would stand out even more certainly as a 
disease with a characteristic natural history 
and pathology.” 

McCarthy ° aptly said, “Mycosis fungoides 
passes through so many different stages and 
shows so many phases of each stage that it 
is not surprising that it may simulate very 
closely a large group of diseases at one time 
or another.” 

NOSOLOGY 


The diverse opinions regarding the exact 
nosologic status of mycosis fungoides can be 
explained by any one of nine views, accord- 
ing to Fraser °*: 

1, Granuloma * 

2. Cutaneous form of lymphadenoma + 

3. Lymphosarcoma ¢ 

4. A condition half-way between granuloma and 
sarcoma § 

5. A lymphemic or aleukemic lymphomatosis 2° 

6. Sarcoma engrafted on previous dermatoses 
such as psoriasis or eczema 21 

7. Last phase of a series of dermatoses such as 
pityriasis rosea and the parapsoriases || 

8. Lymphoma of the skin 22 

9. Cutaneous manifestation of systemic disease 
of toxic origin, such as Hodgkin’s disease, round 
cell lymphosarcoma or lymphosarcoma J 


To this should be added: 


10. A disease of the reticuloendothelial system # 


HISTOLOGY 


The acceptance of mycosis fungoides as 
a specific disease entity is dependent upon the 





* References 7 to 11. 

+ Reference 12 and Ranvier, cited by Fraser.® 

¢ Sireday, cited by Fraser ® and references 13 
to 19. 

§ Radielli, cited by Fraser.® 

|| Brocq, L., cited by Fraser.® 

{| References 23 to 33. 
# References 34 to 38. 
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acceptance of a specific histological picture. 
Typical mycosis fungoides was histologically 
defined, and the typical cell described by 
Tzanck, Dreyfuss, and Levy.** The histo- 
logical picture is specific, according to Jaffé,** 
who described changes in the cutis as infil- 
trations of great cellular polymorphism, very 
rich in eosinophilic leucocytes. He found 
large, round cells with a delicate cytoplasm 
and round, oval, or irregularly shaped nuclei 
showing a distinct chromatin net present in 
all three stages but most marked in the tumor 
stage. There were also giant cells, often 
with a vacuolated cytoplasm and up to 20 
nuclei. He stated the most characteristic ele- 
ments are the large cells with delicate cyto- 
plasm which form the bulk of cells in the 
tumor-like nodes. 

The striking histologic features of typical 
mycosis fungoides were described by High- 
man *° as distinct epidermal changes similar 
to those seen in chronic eczema; namely, 
vesiculation, spongiosis, hyperkeratosis, para- 
keratosis, and acanthosis. He described the 
most significant findings, present in the papil- 
lary body and upper layers of the corium in 
the form of an infiltration which, if typical, 
left no doubt as to the diagnosis. However, 
it.is not always typical and “Herein lies the 
kernel of the problem as to the inter-relation- 
ship of the lymphodermas.” When this. in- 
filtration is characteristic, it in no way sug- 
gests leukemia, Hodgkin’s disease, or any 
other related condition; nor does it resemble 
any variety of sarcoma. It consists of a great 
variety of cells: elongated, circular, some 
with deep-staining nuclei, others paler; 
lymphocytes, often plasma cells, many mitotic 
figures, and a peculiar multinucleated cell. 
A slight degree oi variation is found at dif- 
ferent stages of the lesions. Mitosis is more 
evident during the period of development, 
while at the height of development, there is 
a slight degree of cellular destruction about 
balancing cell division, which accounts for 
the temporary stabilization of the fully ma- 
tured lesions. During the period of involu- 
tion there is a progressively increasing 
amount of cell granulation and detritus with 
a decrease, to the vanishing point, in karyo- 
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kinesis. A microscopic diagnosis is not pos- 
sible during the final stage but can always 
be made in the first two stages. If these 
features are not present after repeated exam- 
ination of several lesions from different areas 
at different stages of growth and decline, the 
disease is not mycosis fungoides even though 
the clinical diagnosis may be mycosis fun- 
goides, Highman states. His description of 
the histology of mycosis fungoides applies 
equally well to the prefungoid (premycotic) 
and fungoid stages; the inference is that no 
prefungoid stage exists, when strictly inter- 
preted, except as a clinical picture. He em- 
phasizes that from the onset mycosis fun- 
goides is always mycosis fungoides histogen- 
ically, although the histologic picture can- 
not be recognized at the inception because 
the characteristic anatomic features of the 
disease have not asserted themselves at that 
stage. Therefore the diagnosis of mycosis 
fungoides cannot aiways be made micro- 
scopically or grossly, and in these cases only 
constant ohservation will lead to the correct 
diagnosis. 

In describing the differences between my- 
cosis fungoides, leukemia cutis, Hodgkin’s 
disease, and lymphosarcoma, on a histologic 
basis, Highman *° gives the essential points 
of diagnosis. The characteristic infiltration 
in leukemia cutis is dependent on the type 
of leukemic cells present; they are usually 
lymphocytes, or, more rarely, myelocytes. 
This infiltration is deeper than in mycosis 
fungoides; it is found in perivascular foci 
related to the position of the lymphatic spaces 
and appears as a continuous sheet, if the foci 
are fused, while the papillary and subpapil- 
lary layers are not usually involved. Two 
hypotheses to explain the presence of the 
cells have been advanced : migration from the 
blood stream or local development in the 
reticuloendothelial system. The epidermal 
changes are those of the dermatoses simu- 
lated, although there are no significant 
changes in nodules or tumors other than 
mechanical stretching or narrowing. The im- 
portant histologic characteristics of leukemia 
cutis are the depth of the infiltration and the 
true lymphatic or myelogenous type of cell. 











UM 

















MYCOSIS FUNGOIDES AS AN ENTITY 


The site of the infiltration as well as the epi- 
dermal changes in Hodgkin’s disease are es- 
sentially the same as those of leukemia. 
However, the infiltrations are strongly sug- 
gestive of a lymph node,-and when Sternberg- 
Reed cells are also present, the microscopic 
picture is characteristic. Cutaneous lesions of 
lymphosarcoma show the histology of lym- 
phosarcoma and resemble no other condition. 

To return to the characteristic cell of my- 
cosis fungoides, Jaffé ** states that these large 
cells are vulnerable, the cytoplasm melting 
down “as if it would be washed away, while 
the nuclei shrink, become pyknotic and as- 
sume bizarre shapes.” This great vulner- 
ability of the cells explains the often rapid 
spontaneous regression of the lesions. When 
the nodes break through the epidermis and 
become ulcerated, secondary infections may 
distort the characteristic picture. The my- 
cosis cells originate locally, according to 
Jaffé, and since they frequently occur about 
blood vessels in the earlier stages, a genetic 
relationship to adventitial and periadventitial 
histiocytes has often been considered. Al- 


though the majority of large cells develop - 


from local histiocytes, it is his opinion that 
fibrocytes may also undergo a similar trans- 
formation. : 

Symmers * expressed the opinion that my- 
cosis fungoides is a nonexistent disease, a 
view supported by Berman ** and most pa- 
thologists. Why has this view been accepted 
generally by most pathologists and some 
dermatologists ? It is primarily due to derma- 
tologists misleading the pathologist. The cur- 
rent dermatologic conception is that mycosis 
fungoides may begin in one of three forms: 
(1) the classical type which undergoes three 
typical stages, namely, the premycotic, in- 
filtrative, and tumor stages; (2) the erythro- 
derma type, and (3) mycosis fungoides 
d’emblée. In my opinion, it is more practical 
to eliminate those cases designated as ery- 
throderma or d’emblée at the onset and con- 
fine one’s conception of mycosis fungoides 
to the classical type rather than to describe 
the disease as nonexistent. The d’emblée 


form is nearly always a manifestation of 
lymphosarcoma; it is lymphosarcoma from 








inception to termination and occasionally it 
may be the primary lesion of Hodgkin’s 
disease (chancre lymphogranulomateaux). 
The erythroderma form may, on the other 
hand, eventuate in Hodgkin’s disease, chronic 


lymphatic leukemia, or lymphosarcoma. 
There are no substantiated cases having the 
clinical picture of erythroderma and post- 
mortem findings of mycosis fungoides. 
Neither of these forms should be considered 
mycosis fungoides; only the classical (Ali- 
bert) type should be considered true mycosis 
fungoides. In further evaluating this theory, 
let us examine the following d’emblée cases : 


In 1885 Vidal and Brocq' described a 
patient with cutaneous tumors which began 
as nodules. Although the disease manifested 
neither a premycotic nor an_ infiltrative 
stage, it was called mycosis fungoides d’em- 
blée, despite the fact that Sireday,* patholo- 
gist at the Paris Hospital, reported it as 
histologically lymphosarcoma. 


In attempting to interpret mycosis fun- 
goides as a variety of lymphosarcoma, 
Fraser ‘* described a woman who developed 
swelling and a nodular mass on the ankle 
following injury. He commented that this 
was a “case which in its clinical aspects 
throughout its whole course was a straight- 
forward mycosis fungoides and was so diag- 
nosed by several competent dermatologists. 
In its mode of onset with tumor formation 
and the absence of any history of a so-called 
premycotic dermatoses, we have a perfect 
picture of that variety of the disease first de- 
scribed by Vidal and Brocq as mycosis fun- 
goides tumeurs d’emblée.” His second case 
report is too. vague for comment, but since 
there was no premycotic stage preceding the 
tumor development, it would probably be 
classed with the d’emblée type. The third 
patient developed a circular ulcerative lesion 
on the wrist following trauma ; a clinical pic- 
ture of the d’emblée type but, histologically, 
lymphosarcoma. 

Unilateral involvement, limited to one or 
a few tumors, occurring in the d’emblée form, 
appears to be a more highly malignant type 





* Sireday, cited by Fraser.® 
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of lymphosarcoma than the so-called “in- 
verse” type in which tumors are followed 
by erythematous and infiltrated lesions. 
There are reports of unilateral involvement 
in a patient having the primary lesion of 
the testis following injury,*t involvement of 
one foot,** the scapula,f the face,f and other 
cases with similar involvement.§ 


In my opinion, all erythroderma cases are 
either leukemia, Hodgkin’s disease, or 
lymphosarcoma from the onset. I have been 
unable to find any authentic report of the 
erythroderma type of mycosis fungoides 
which did not prove to be chronic lymphatic 
leukemia, Hodgkin’s disease, or lymphosar- 
coma on postmortem examination. 

Symmers* described a patient with ex- 
foliative dermatitis and a white blood cell 
count of 164,000 as a case of mycosis fun- 
goides, although this patient had lymphatic 
leukemic erythroderma. The most frequent 
cutaneous manifestation of the so-called 
lymphoblastomas is a persistent scaling 
erythroderma, according to Wile.*® Two of 


his patients having erythroderma had chronic _ 


lymphatic leukemia; one had Hodgkin’s dis- 
ease, and one lymphosarcoma. Two patients 
in Gates’s ** series had exfoliative dermatitis, 
and, although the clinical diagnosis was my- 
cosis fungoides, histologic examination 
showed scirrhous Hodgkin’s disease. A pa- 
tient with clinical exfoliative dermatitis, 
found to have Hodgkin’s disease at autopsy, 
was reported by Montgomery.* 


Although the French dermatologist Alibert 
was the first to describe mycosis fungoides, 
it would appear that his compatriots, Vidal 
and Brocq and Hallopeau, have confused the 
subject by including the d’emblée and eryth- 
roderma forms with mycosis fungoides. 


RELATIONSHIP OF MYCOSIS FUNGOIDES TO 
OTHER DISEASES OF THE LEUKEMIA- 
LYMPHOMA GROUP 


Hodgkin’s Disease—A relationship be- 
tween mycosis fungoides and Hodgkin’s dis- 





+ Pautrier, L. M., cited by Senear.43 
¢ Hallopeau and Roche, cited by Senear.*? 
§ References 17, 18, 42, and 44. 
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ease was suggested as early as 1872 by Ran- 
vier.|| Ziegler *7 also expressed the opinion 
that mycosis fungoides was a cutaneous form 
of Hodgkin’s disease, a relationship fostered 
by others.f| It cannot be denied that in cer- 
tain cases with both skin and internal organ 
involvement either diagnosis would be jus- 
tified, as pointed out by Goldsmith.** How- 
ever, this fact seems to prove the limitations 
of the means of diagnosis rather than the 
identity of the two diseases, according to 
Wertheim and Smith.*? This resemblance is 
evident, however, because the parent tissue 
of the two diseases is the reticuloendothelial 
system. 


Through the work of Arndt ** and Arzt,>! 
these two diseases were separated and classi- 
fied as distinct entities. Although a clinical 
and pathological similarity exists between 
these two diseases, as evidenced by the com- 
parative tables of Strobel and Hazen,?* my- 
cosis fungoides involves primarily the reticu- 
loendothelial system of the skin, while Hodg- 
kin’s disease affects primarily the lymph 
nodes. In classical mycosis fungoides, eczem- 
atoid, sharply defined erythematous lesions 
having the histology of the disease are an 
early symptom and precede the tumor forma- 
tion. The difficulty in clinical and histologi- 
cal differentiation of these two diseases was 
illustrated by Fraser,® who concluded they 
were different diseases caused by agents 
which, under certain conditions, could stimu- 
late the tissues to very similar reactions. 


An important diagnostic point appears to 
be the age of the patient. Mycosis fungoides 
occurring under the age of 10 years was re- 
ported only once in a patient described by 
Serra and associates,®* and only three cases 
under the age of 20 years could be found in 
the literature. These patients, all girls, were 
16 years old, as reported by Serini,** 17 years 
old, reported by Vollmer, * and 15 years old, 
described, by Gastou and Saberanu.4 Nu- 
merous reports of Hodgkin’s disease affect- 
ing children can be found in the literature. 





_ || Ranvier, cited by Fraser.® 
{| References 48, 49, 36, 50, 51, and 22. 
# Gastou and Saberanu, cited by Sequeira.?5 
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Most cases of mycosis fungoides occurring 
in children were of the d’emblée type, and 
therefore were probably lymphosarcoma or 
Hodgkin’s disease. 

Mycosis fungoides invariably affects the 
skin. Regional or generalized lymphadenop- 
athy, with or without specific histologic 
changes, occurs in many cases, whereas 
Hodgkin’s disease affects primarily the retic- 
ulum of the hemapoietic organs, namely, the 
lymph nodes, spleen, and liver. Cutaneous 
lesions of Hodgkin’s disease are classified as 
specific (infiltrations, nodules, and ulcers) 
and nonspecific or toxic (generalized pruri- 
tus, with or without lichenification and pig- 
mentation, papular, vesicular and _ uricarial 
eruptions, purpura, herpes zoster, and ex- 
foliative dermatitis or generalized erythro- 
derma). The cutaneous lesions of the non- 
specific type present no characteristic ap- 
pearance, and the order of their appearance 
does not suggest a subdivision into different 
stages. The histologic picture of the non- 
specific lesions is not diagnostic since there 
is usually no typical infiltration. The correct 
diagnosis can be made only by study of the 
history, clinical manifestations, and histologic 
examination of the lymph nodes and involved 
skin. The blood picture is usually normal ; 
however, an eosinophilia of more than 10% 
is usually more suggestive of mycosis fun- 
goides, although eosinophilia is not a con- 
stant feature of this disease. In many cases 
of mycosis fungoides, eosinophiles are not 
found, although counts as high as 95% were 
recorded by Wills and Hadfield.** 


I recently observed a patient who had 
ulcerated. cutaneous nodules which were re- 
ported to be mycosis fungoides on histologic 
examination. The diagnosis at autopsy, how- 
ever, was Hodgkin’s disease. The cutaneous 
serial sections were then reexamined, and 
two slides revealed Sternberg-Reed cells, 
characteristic of Hodgkin’s disease. 

A 24-year-old man, reported by Wile and 
Stiles,°® had a generalized pruritic eruption, 
numerous excoriated papules and _ linear 
lesions, as well as nodules and plaques. His- 
tological examination of a lymph node re- 
vealed Hodgkin’s disease. Is it not possible 





that this patient did not have mycosis fun- 
goides at any time and that the condition 
was Hodgkin’s disease from the onset? 
Scratched papular and linear excoriations are 
a frequent toxic manifestation of Hodgkin’s 
disease, whereas excoriated lesions are sel- 
dom present in mycosis fungoides, in spite of 
the intense pruritus. 

Three cases of scirrhous Hodgkin’s dis- 
ease, clinically diagnosed as mycosis fun- 
goides, were reported in Gates’s ** series. In 
a review of these cases it is apparent that the 
first two had exfoliative dermatitis, and the 
disease should not have been considered as 
mycosis fungoides since it is the theme of 
this paper that exfoliative dermatitis does 
not occur in this disease. The third patient 
in this series had a specific cutaneous Hodg- 
kin’s disease; the histology of the cutaneous 
tumor and the lymph nodes revealed scir- 
rhous Hodgkin’s disease. 


A close relationship between leukemia, 
Hodgkin’s disease, and mycosis fungoides 
was illustrated in Montgomery’s ** patient 
who had exfoliative dermatitis. The white 
blood cell count was 20,000 with 60% lym- 
phocytes, and a diagnosis of leukemia was 
made although histologic examination of a 
lymph node revealed typical Hodgkin’s dis- 
ease. The cutaneous lesions had undergone 
involution and no lesions appeared for a 
period of two years, when numerous discrete 
plaques, presenting many clinical features of 
mycosis fungoides, developed. Although the 
cutaneous manifestations were those of ex- 
foliative dermatitis, the diagnosis of Hodg- 
kin’s disease was confirmed at autopsy. 


A case of Hodgkin’s disease with erythro- 
derma, reported by Desjardins and Van der 
Mieren,® had been previously diagnosed as 
mycosis fungoides. The skin was pruritic 
with areas of lichenified eczema on the eryth- 
roderma with sclerotic, pigmented areas re- 
sulting from roentgen ray therapy. This dif- 
fuse skin infiltration preceded the lymphad- 
enopathy, and histologic examination of an 
inguinal lymph node revealed Hodgkin’s dis- 
ease, while the cutaneous picture simulated 
mycosis fungoides. 
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“Two cases of mycosis fungoides indis- 
tinguishable from Hodgkin’s disease” were 
reported by Goldsmith.*? The first patient 
was a 79-year-old man whose only cutaneous 
lesions were tumors clinically characteristic 
of mycosis fungoides d’emblée. At autopsy 
the skin, heart, liver, pancreas, kidneys, 
adrenals, bones, and spleen were found to be 
involved. On histological examination, all 
infiltrated areas appeared uniform in the 
organs studied. Reticulum cells were the 
most numerous, and mitotic figures were 
present. The second patient was a 48-year- 
old man whose skin Had always been dry, 
and pronounced scaling had been present for 
the preceding 12 years. There were universal 
redness, scaling, thickening, and looseness 
of the skin in some areas, A raised, purple 
lesion, 3 by 1 in. (7.6 by 2.5 cm.) was present 
on one forearm, while a few oval tumors were 
present on other parts of the body. Clinically, 
this case conformed to the erythroderma type 
of Hallopeau and Besnier. Histologically, 
this case also showed marked uniformity in 
the appearance of the infiltrated areas, but 
the cell types were more numerous. Reticu- 
lum cells with large nucleus predominated 
but were usually larger than those found in 
the first case. There were also numerous 
larger cells, some with a single nucleus, but 
the majority were typical of Sternberg-Reed 
cells. 


In a comparative study of mycosis fun- 
goides and Hodgkin’s disease, Lapiere * con- 
cluded that the two diseases are separate 
entities and that neither develops into the 
other. In my opinion, this theory is correct, 
and I believe the conclusion can be drawn 
that Hodgkin’s disease and mycosis fun- 
goides are different diseases which are, in all 
probability, caused by similar agents, which 
can stimulate the tissues to similar clinical 
reactions under certain conditions. 


Leukemia.—Cutaneous tumors, clinically 
indistinguishable from those present in my- 
cosis fungoides, have been described in many 
cases of leukemia cutis. The classic example 
of lymphodermia perniciosa, reported by 
Kaposi,* in a patient with chronic lymphatic 
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leukemia, was diagnosed as mycosis fun- 
goides by many writers. 

The first report of this association was 
made by Pardee and Zeit.2® The anatomical 
diagnoses in this case were lymphatic leu- 
kemia with marked hyperplasia of the spleen, 
and the cervical, axillary, inguinal, medi- 
astinal, bronchial, celiac, mesenteric, and 
retroperitoneal lymph nodes, and leukemic 
lymphomata of the lungs, skin, liver, spleen, 
and intestines. In my opinion, this patient 
might well have had both specific and non- 
specific cutaneous lesions of leukemia, but 
not mycosis fungoides. 

A 42-year-old man, reported by Fraser,” 
had an eczematoid dermatitis which was fol- 
lowed by infiltrated erythematous plaques 
in the dermis. Two years later lymphadenop- 
athy and generalized ulcerating cutaneous 
and subcutaneous nodules appeared, and 
shortly before death splenomegaly and lym- 
phatic leukemic blood picture developed. 

Berman’s ** patient was a 57-year-old 
woman whé had a red, scaly, pruritic erup- 
tion of five years’ duration, which first ap- 
peared under the left breast but gradually 
spread to involve the anterior part of the 
thorax, upper and lower extremities, and 
the face. At autopsy the skin was dry, 
smooth, shiny, and of a universal brown 
color, some scaling. The scalp and eyebrow 
hair was almost entirely absent, but there was 
no hair loss in the axillary or pubic regions. 
A widely distributed eruption of reddish pur- 
ple macules from 1 mm. to 1 cm. in size, was 
most marked on the upper thorax, while a 
deep sharply defined ulcer, 11 by 7 cm. in 
size, having a dry base, was present on the 
left breast. There was discrete lymphadenop- 
athy involving the axillary, cervical, and 
inguinal glands. Bone marrow imprints 
showed granulocytes in various stages of de- 
velopment, an abundance of lymphocytes and 
occasional immature lymphocytes of reticular 
origin, similar to those present in the skin. 
This diffuse macular eruption was similar 
to that seen in some forms of leukemia, ac- 
cording to Berman. The pathologic diagnosis 
in this case was leukemic reticuloendotheli- 
Osis. 











The leukemias are essentially different 
from mycosis fungoides in that leukemic 
processes always remain a proliferation of 
lymphocytes while the lesions of mycosis 
fungoides may eventually resemble “granula- 
tion tissue,” as emphasized by Paltauf.** No 
‘ better summary to this question can be found 
than the simple facts so well set forth by 
Highman.*° He said that a disease resem- 
bling mycosis fungoides but having the blood 
findings of leukemia is never mycosis fun- 
goides but is leukemia. A disease resembling 
mycosis fungoides but having the histologic 
lymph node changes of Hodgkin’s disease is 
not mycosis fungoides but is Hodgkin’s dis- 
ease. The same reasoning also applies to 
lymphosarcoma. One must also consider a 
possibility mentioned by Scott and Robb- 
Smith,** namely, that the leukemic blood pic- 
ture in reticulum diseases is an epiphenom- 
enon. 

Lymphosarcoma.—Many workers, includ- 
ing Ewing ® and Fraser,’® consider mycosis 
fungoides to be a reticulum cell lymphosar- 
coma. From a purely clinical standpoint, 
Fraser ** reported his case as mycosis fun- 
goides, as it is described in dermatological 
literature, but this case should be classified 
as lymphosarcoma on a pathological basis. 
Careful histological studies of lesions in both 
the early and the late stages were made in 
this case, and the picture of lesions, barely 
visible grossly, was identical with that of the 
fully developed tumors. The majority of cells 
were of a uniform type, of round or spheroi- 
dal shape, and three to four times as large 
as normal lymphocytes. The picture was 
that of a new growth from the start, accord- 
ing to Fraser. 

Robb-Smith * points out that, although an 
infrequent case of mycosis fungoides may be- 
come reticulosarcoma, this does not prove the 
ptimary neoplastic nature of mycosis fun- 
goides. He states that it may be difficult to 
“distinguish between a progressive hyper- 
plastic condition and a_ blastoma. 
Though it is uncommon, many reticuloses 
do undergo sarcomatous changes, and there 





MYCOSIS FUNGOIDES AS AN ENTITY 


is no reason why mycosis fungoides should 


” 


not occasionally undergo such a change. . . . 
Mycosis fungoides with the histopathologic 
picture of round cell sarcoma is described in 
Ormsby’s* textbook. A similar case, re- 
ported by Goetheil,* was mycosis fungoides 
clinically, but at autopsy all the organs were 
found to be studded with lesions which were 
histologically round cell sarcoma. 

The clinical history and course of the dis- 
ease in two cases of mycosis fungoides de- 
scribed by Bowen *: appears to indicate the 
condition was sarcoma since pathologists did 
not distinguish between round cell and lym- 
phosarcoma at the time of this report. The 
primary growth in one patient occurred in 
the testis following injury. The distribution 
and character of the cells, which were de- 
scribed as being present in the “lower part 
of the corium” and composed mainly of 
“numerous small round cells” would indi- 
cate a sarcoma. 

Round cell sarcoma of fibroblastic origin 
is rare, according to Fraser,’* and he con- 


. siders the cases of Goetheil ¢ and Breakey * 


as probable examples of lymphosarcoma. 
Breakey’s case was reported as one of my- 
cosis fungoides, but autopsy revealed sar- 
comatosis (lymphosarcoma of small round 
cell sarcoma) of the skin with secondary 
growths in the tonsils, tongue, lungs, and the 
cervical, axillary, and cubital lymph glands. 

Again this confusion exists because the 
d’emblée type was not separated from the 
classical form of mycosis fungoides. The 
d’emblée form is practically always lympho- 
sarcoma from its inception, whereas the clas- 
sical form is not lymphosarcoma -although 
there may occasionally be a close histopatho- 
logical resemblance. 

We recently observed a 48-year-old Negro 
who had nodular lesions on the face of 30 
months’ duration, which enlarged, became 
pruritic, and spread to involve the entire cu- 
taneous surface during the last six months. 
The tumor masses on the face appeared ne- 
crotic and ulcerated, while the large in- 





* Goetheil, in discussion on Pardee and Zeit.?° 
+ Goetheil, in discussion on Pardee and Zeit.?° 
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durated plaques and nodules on the trunk 
showed erythematous-purple discoloration. 
He had generalized lymphadenopathy and 
splenomegaly. Histological examination of a 
skin nodule and a lymph node revealed 
lymphosarcoma. 


THE RETICULOENDOTHELIAL SYSTEM 


The generally accepted theory at the pres- 
ent time is that mycosis fungoides is a dis- 
ease of the reticuloendothelial system. The 
hematologic observations in three cases of 
mycosis fungoides were described by Cot- 
tini ®* from studies of the skin, peripheral 
blood, sternal marrow, and imprints of lymph 
nodes and skin tumors. Reticulohistiocytic 
cells (Ferrata’s terminology) were demon- 
strated in the blood and in lymph node and 
skin tumor imprints with the May-Grtn- 
wald-Giemsa staining technic. Cottini, there- 
fore, considers mycosis fungoides as a dis- 
ease of the reticuloendothelial system and 
presents convincing photographic evidence 
of the imprints. His theory, that the un- 


known factor responsible for the different . 


aspects of mycosis fungoides acts electively 
on the reticuloendothelial system and is capa- 
ble of provoking the diffuse and generalized 
picture of the systemic form as well as cir- 
cumscribed localized manifestations, has 
gained increasing support. 


Flarer ° concluded that mycosis fungoides, 
whether inflammatory or neoplastic, is a dis- 
ease of the reticuloendothelium, probably in- 
cluding that of the internal organs and bones. 
He believes the cutaneous and blood changes 
are secondary, and some evidence of systemic 
hyperplasia of the reticuloendothelial tissue 
must be present if a diagnosis of mycosis 
fungoides is to be made. On the other hand, 
Thomson *? believes the primary and specific 
involvement occurs in the reticuloendothelial 
tissue of the dermis, while involvement of the 
viscera is secondary and less severe. 

Many writers agree that there is a close 
relationship between various lymphoblas- 
tomas and certain allied dermatoses.t Until 





¢ References 16, 45, 46, 59, 68, 69, 70, 71, 72, 
73, and 74. 
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the time when we shall have conclusive proof 
of a neoplastic, benign, inflammatory, or an 
infectious etiology of these diseases, it is im- 
portant to differentiate the conditions when- 
ever possible. A rational system of classifi- 
cation of mycosis fungoides depends on the 
discovery of the etiologic factors. 


SUMMARY 


Mycosis fungoides,.a disease of the reticu- 
loendothelial system, is described as occurring 
in one of three forms: the classical (Alibert) 
type, the d’emblée form, or the erythroderma 
form. It is my opinion that only the classical 
(Alibert) type should be considered mycosis 
fungoides, since this condition follows a dis- 
tinctive natural clinical course, beginning 
with “chronic eczema” or an eczematoid 
dermatitis (premycotic stage), followed by 
the infiltrative stage and finally progressing 
to fungating cutaneous tumors. The duration 
of the disease, from the premycotic to the 
tumor stage, may be very long. This long 
duration is not characteristic of any other 
so-called lymphoblastomatous disease. In 
view of the typical clinical course and the 
characteristic histological picture, it is sug- 
gested that classical mycosis fungoides 
should be classified as a disease sui generis 
and not be included in the “lymphoblastoma 
dumping ground.” 

The condition described as the d’emblée 
form is not mycosis fungoides. This type 
is usually lymphosarcoma, or occasionally 
the primary manifestation of Hodgkin’s dis- 
ease, for it has the specific histological pic- 
ture of either lymphosarcoma or Hodgkin’s 
disease. 

The condition described as the erythro- 
derma form is never mycosis fungoides, but 
is a manifestation of chronic lymphatic leu- 
kemia, Hodgkin’s disease, or lymphosar- 
coma. 

Even though there may be a possible rela- 
tionship between certain conditions in this 
group, and even though an etiological rela- 
tionship may eventually be proved, it appears 
to be incorrect and misleading at the present 
time to classify this entire group of diseases 











as lymphoblastomas, inasmuch as each pre- 
sents a distinctive clinical and histological 
picture. 

Through usage, the term mycosis fun- 
goides has become a significant clinical en- 
tity to the dermatologist and for this reason 
should be retained with reference, however, 
only to classical mycosis fungoides. 

Until we have a better understanding of 
the etiology of the various lymphoblastomas, 
it appears best to classify these diseases as 
separate but related entities. Any rational 
system of classification must depend upon 
the discovery of the etiological factors. Until 
that time, classical mycosis fungoides should 
be considered a disease sui generis. 
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oLipomelanic Reticulosis 


CARL W. LAYMON, M.D., Minneapolis 
and 
ROBERT JACKSON, M.D., Montreal 
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Pautrier and Woringer (1932) reported 
on the histologic findings in lymph nodes 
which accompanied generalized, pruritic 
eruptions of different clinical types. In a 
subsequent, more extensive article (1937), 
they named the disorder lipomelanic reticu- 
losis (la reticulose lipo-mélanique). Another 
brief report followed (1939). 

For many years, dermatologists have re- 
alized that generalized dermatoses, especially 
erythroderma, may be associated with ade- 
nopathy, especially of the inguinal and axil- 
lary nodes. Foster (1907), Mook (1908), 
Bowen (1910), and Wise (1917) made such 
observations, and in more recent years the 
subject has been considered by Wise and 
Sulzberger (1935), Ramel (1937), Cannon 
(1939), Sulzberger (1939), Bernstein 
(1940), and Kocsard (1948). 

Lipomelanic reticulosis has been discussed 
specifically by Goedhart (1939), Baccaredda 
(1939), Soloff (1941), Hurwitt (1942), 
Pompen and Ruiter (1942), Laipply (1948), 
Rost (1949), Obermayer and Fox (1949), 
Bluefarb and Webster (1950), Agress and 
Fishman (1950), Laipply and White (1951), 
Loblich and Wagner (1951), Jarrett and 
Kellett (1951), Bettley (1951), Randerath 
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and Ulbricht (1952), Loblich and Wagner 
(1953), and Klarner and Kriickemeyer 
(1954). 


CLINICAL FEATURES 


Lipomelanic reticulosis usually occurs in 
patients over 50 years of age. Males are 
afflicted more frequently than females, and 
it occurs in both whites and Negroes. Some 
of the patients have a localized dermatosis 
before generalization occurs, and there are 
varying degrees of exudation, exfoliation, 
lichenification, pigmentation, excoriation, 
and secondary pyogenic infection. Occasion- 
ally the erythroderma may undergo spon- 
taneous remission. In many cases the palms 
and soles are spared. One case has been re- 
ported occurring in each of the following: 
lichen planus (Obermayer and Fox), psoria- 
sis (Bettley), and varicose ulcer (Laipply 
and White). No lesions of the mucous mem- 
branes have been mentioned. Shedding of the 
nails has not been noted, although there has 
been loss of hair in several instances. In most 
of the cases there is intense pruritus and 
extreme pigmentation. There is no distinct 
relationship between the pruritus and the 
pigmentation. 

Varying degrees of enlargement of the 
superficial nodes occur with the exfoliative 
dermatitis. In the majority of cases the in- 
guinal lymphadenitis is the most noticeable. 
The nodes are discrete, firm, freely movable, 
and not tender. The degree of enlargement 
generally parallels the severity, extent, and 
duration of the cutaneous disorder. Suppura- 
tion has not been reported. In certain in- 
stances in which the eruption improved, the 
palpable nodes disappeared. There is no en- 
largement either of the spleen or of the liver. 

Most of the patients with lipomelanic re- 
ticulosis do not respond favorably to treat- 
ment, although the steroids have been help- 
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Fig. 1.—Extreme lichenification and pigmentation 
in lipomelanic reticulosis. 


ful. Cachexia is not a prominent feature. 
Psychic disturbances have been noted. Lipo- 
melanic reticulosis has not been reported as 
a primary cause of death. 

Laboratory examinations have been es- 
sentially normal except for persistent eosino- 
philia in most cases. Kocsard found an in- 
crease in the cholesterol and total lipoids in 
the blood of two of his three patients. Two 
of the four patients of Loblich and Wagner 
(1951) had hyperglobulinemia. One showed 
a great increase in the gamma fraction. 


HISTOLOGIC FEATURES 


In reviewing articles pertaining to histo- 
pathologic changes in lymph nodes, we noted 
that there was some confusion in terminology. 
For this reason we thought that it would 


Fig. 2—Massive enlargement of nodes in lipo- 
melanic reticulosis. 





be advisable to discuss briefly the normal 
anatomy of these structures. 

The fully developed node is round, oval, 
or reniform and has an indentation or hilus 
on one surface. It is enclosed in a fibrous 
capsule which gives. rise to projections. of 
dense connective tissue, the trabeculae, which 
pass into and subdivide the node.. Through- 
out the node are branching, anastomosing 
fibers which penetrate to all of its parts and 
form a framework of connective tissue in 
different locations. This framework is made 
up partially of fibers which are visualized 
by impregnation with silver nitrate. These 
fibers which are also known as lattice fibrils, 
precollagenous fibers, or “gitterfasern,” origi- 





Fig. 3.—The histologic findings in lipomelanic 
reticulosis are those of chronic, nonspecific der- 
matitis with some epidermal thickening, areas of 
parakeratosis, dilatation of blood vessels and banal 
infiltrate th the cutis. Hematoxylin and eosin stain; 
reduced 35% from mag. x 60. 


nate from cells which arise from the mesen- 
chyme and differ from elastic and collagenous 
fibers. The framework of the node also has 
a cellular syncytium which stands in intimate 
association with the aforementioned fibers. 
These two elements (the cells and the fibers) 
have been loosely termed reticulum, but to 
avoid confusion it should be specifically 
stated whether one means reticular cells or 
fibers. 

The lymphatic portions of the node are 
arranged peripherally in follicles separated 
by. the trabeculae to form the cortex and 
centrally as cords and more or less compact 
areas of lymphocytes constituting the me- 
dulla. The follicles consist of densely packed 
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Fig. 4.—A, lymph node in lipomelanic reticulosis. 
Note pale, cortical areas composed of proliferated 
reticular cells: Hematoxylin and eosin stain; re- 
duced 35% from mag. x 40. 

Fig. 4.—B, giant follicular lymphoblastoma. There 
is numerical and dimensional increase in the lymph- 
atic follicles. Hematoxylin and eosin stain; reduced 
35% from mag. X 40. 


masses of lymphocytes, with occasional 
plasma cells and eosinophiles. Lymphatic 
follicles have also been called primary nod- 
ules, lymphoid nodules, lymph follicles, lym- 
phoid follicles, and cortical follicles. Many 
contain pale, round centers, the size and 
number of which vary considerably. These 
have been known as germinal centers, secon- 
dary nodules, reactive areas, Flemming cen- 
ters, and germinal follicles. The medullary 
substance is cytologically identical with the 
cortex, but owing to the loose arrangement 
of the cells the sinuses are larger and more 
numerous than in the peripheral portions of 
the node. 

The lymph vessels entering on the convex 
surface spread out in the cortex to form a 
rich plexus, the peripheral or cortical sinus. 
This continues in and around the follicles to 
the central portion, where it forms another 


plexus, the medullary sinus. The sinuses are 
broken up and penetrated by the reticular 
fibers, so that the entire mass of lymphoid 
tissue is interspersed by irregular, tortuous 
lymph spaces or sinuses, which are lined, 
not by true endothelium, but by the flattened 
reticular cells. At the hilus, the lymph capil- 
laries collect and pass out of the node as the 
efferent lymph vessels. The blood vessels, 
which enter and leave at the hilus, send 
branches into. the follicles and medullary 
cords. 

Pautrier and Woringer (1937) clearly 
described the pathologic features of the nodes 
in lipomelanic reticulosis. Examination under 
low power showed that the structure of the 
node was disrupted, especially in the cortical 
region, by the presence of large, clear areas 
of proliferated reticular cells. In all cases 
the capsule remained intact, and there was 
no periadenitis. Both hypertrophic and atro- 
phic follicles were seen, which were separated 
by masses of reticular cells. In some instances 
the germinal centers were enlarged and the 
ring of lymphocytes around them was re- 
duced. Areas of reticular proliferation were 
noted especially at the periphery of the fol- 
licles. The latter remained distinct from one 
another. Occasionally there were reticular 
cells in the medulla, though in most of the 
nodes the central portion was normal. In 
some instances the proliferating reticular 
cells followed the lymph channels like a pale, 


Fig. 5.—Lipomelanic reticulosis, with heavy de- 
posits of melanin at the periphery of an area of 
reticular proliferation. Hematoxylin and eosin stain ; 
reduced 35% from mag. x 150. 
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compact tubing. The capillaries were dilated 
and engorged with red blood cells. 

Under higher magnification the cells con- 
stituting the pale areas were large and had a 
pale, finely vacuolated cytoplasm. The nuclei 
were large and either oval or elongated. There 
was a resemblance to epithelioid cells. The 
chromatin was dust-like and dispersed, and 
often there were one or two small nucleoli. 
Scattered lymphocytes were present in the 
large, pale areas. 


positive, and examination under polarized 
light showed a doubly refractive lipoid. The 
authors concluded that the substance was 
cholesterol. However, Hurwitt, and Jarrett 
and Kellett stated that the presence of lipoid 
and melanin was neither a typical nor a 
constant feature. They found hemosiderin 
in some of the lymph nodes in their patients. 
They believed that the most characteristic 
feature was the large pale areas made up of 
reticular cells. Jarrett and Kellett found a 
relatively small number of reticular fibers. 


TABLE 1.—Data in Cases with Lipomelanic Reticulosis and Giant Follicular Lymphoblastoma 








CORSO. on i5.nsc oak ice awdnioen op cena bY 2 3 4 5 6 ¥ 8 
PRN aos os Es Geen sknesasiacsan WwW WwW WwW N WwW WwW Ww WwW 
Age at onset..........cececesseees 38 56 81 27 60 74 59 11 
NE oo side ok a ecln ead aeiahaes M F M F M M M M 
TORRONE iyo cs os kc debiab ness ckovans 11 yr. ll yr. lyr. 3 yr. 3 yr. 7 yr. 2%mo. Not known 
Cutaneous diagnosis ............. Extensive Idiopathic Hypostatic Atopic Erythro- Idiopathic No No 
atopic erythro- dermatitis erythro- derma erythro- cutaneous cutaneous 
dermatitis derma with gen- derma derma lesions lesions 
eralization 
Pigmentation ..........:eeeeeeeee No Yes No Yes Yes Yes is a 
Diy.) SERS ea arena eopparaer re ere™ Yes Yes Yes Yes Yes Yes No No 
AGANODRUIT .oi.5 5 poh sos snzessseckes Yes Yes Yes Yes Yes Yes Yes Yes 
Palpable liver, spleen............. No No No No No No Yes No 
Loss of weight............s..000- No No No No No No Yes No 
PONE hn ac cdccsrhvvewsnosenes Yes No No Yes Yes No No No 
Psychic changes ..............+6+ No Yes No No -« Yes Yes No No 
Laboratory findings 
HORMONA | os css cise decpeenns 7 to 11% 9% 8% 1% up to 15% up to 4% No No 
Total Npolds® s. 60565. casks : 46 units 21 units ee 26units 10 units pe 
Plasma proteinst .............. Alb.-3.66  Alb.-3.77.  Alb.-3.19 | Alb.-3.038 — Allb.-2.7 Alb.-2.6  Alb.-3.53 
Glob.-3.06 Glob.-3.59 Glob.-1.53 Glob.-2.81 Glob.-4.3  Glob.-3.4 Glob.-2.99 
Cholesterol { .....5....cceeeeses i 154 200 ra 124 192 we 
COMMENTS oi eee ecercecsccccosces Lymph Intense Cutaneous Many Severe Partially 
nodes not pigmenta- improve- areasof_ licheni- controlled 
palpable tion ment after depigmen- fication by corti- 
after I. V.cor- tation; andpig- sone but 
cortisone ticotropin; mnore- mentation; no lasting 
decrease sponseto beganas effect; 
in size eortico- contact pruritus 
oflymph tropii or dermatitis intense 
nodes cortisone due to 
eobbler’s 
wax 





*Thymol turbidity units normal up to 30. 

+ Readings given in gm. per 100 ce. 

t Readings given in mg. per 100 ce. 

Pautrier and Woringer (1937) stressed 
the presence of varying amounts of pigment 
in the areas of reticular proliferation, espe- 
cially at their periphery. Some of the reticular 
cells were obliterated by the pigment. Silver 
stains for melanin were positive, whereas 
iron stains were negative. In the reticular 
cells there were also droplets of lipoid, which 
varied in size and number. Sections stained 
with Sudan III and scarlet red were positive. 
In some instances the pigment and the drop- 
lets of lipoid were present in the same cell. 
The Liebermann-Burchardt reaction was 
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There was a polymorphous, cellular in- 
filtration in the masses of proliferated reticu- 
lar cells, composed of eosinophiles, plasma 
cells, mast cells, and a few polymorphonu- 
clear leucocytes. Giant cells and Sternberg 
cells were absent. Mitosis and cellular pleo- 
morphism were not present, and there was 
no fibrosis. 

Cutaneous biopsies have been reported by 
Goedhart, Laipply and White, Loblich and 
Wagner (1951, 1953), Jarrett and Kellett, 
and Keller and Staemmler (1952). They 
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found a chronic nonspecific dermatitis, with 
some epidermal thickening, areas of para- 
keratosis, dilatation of blood vessels, and a 
cellular infiltrate of lymphocytes and eosino- 
philes. Some mentioned the presence of 
melanin in the epidermis and corium. 

Involvement of the spleen and internal 
nodes was not found at postmortem examina- 
tion in patients who had died of other causes 
(Jarrett and Kellett, Rost, Hurwitt, Agress 
and Fishman). 

The pathogenesis of lipomelanic reticulo- 
sis is unknown. Pautrier and Woringer be- 
lieved that the melanin and lipoid in the 
nodes were transported from the skin, pre- 
sumably by the lymphatics. Other authors 
(Koesard, Laipply and White, Bluefarb and 
Webster) postulated a relationship between 


There was no evidence of a malignant 
process in any of the cutaneous specimens. 

One to several lymph nodes were examined 
microscopically in each case. We found that 
the wounds following the excision of axillary 
or supraclavicular nodes healed more readily 
than those following the removal of inguinal 
nodes. 

Sections of nodes in Cases 1 to 6 which 
were stained with hematoxylin and eosin 
showed the characteristic picture of lipome- 
lanic reticulosis. The degree of involvement 
varied. In Case 3, the first histologic exami- 
nation, in 1951, showed lipomelanic reticulo- 
sis, whereas the second, in 1953, showed an 
essentially normal node. During these two 
years, the patient’s eruption had undergone 
almost complete involution. 


TABLE 2.—Results of Special Stains on Lymph Nodes in Cases with Lipomelanic Reticulosis 
and Giant Follicular Lymphoblastoma 








CIMOS BO. Cvccceuess celkecivexs 1 2 3 
Silver impregnation 


(Holmes) for melanin.... Pos. Pos. Very 
Sl. Pos. 
Prussian blue reaction for 
WOR ec cades voeey eR eeb ines Neg. Neg. Neg. 
Sudan III for lipoid........ Pos. Pos. 


4 5 6 7 8 
Pos. Pos. Pos. Neg. Neg. 
Neg. Neg. Neg. (1) Pos. Neg. 

Pos. (2)* 
Pos. Pos. 





*This pigment was mainly intravascular and not at the periphery of the pale cortical areas. 


scratching and the deposition of these sub- 
stances. Jarrett and Kellett stated that there 
is “no hard or fast relation between the size 
of the nodes and the degree of pruritus.” 


REPORT OF CASES 
For the sake of brevity a summary of the 
essential clinical features and laboratory 
findings is given in Table 1. 


MICROSCOPIC FINDINGS 


Histologic examination of cutaneous. biopsy 
specimens was done in Cases 1 to 6. The 
findings were essentially the same as those 
which have been previously described by 
others. Pigment granules were seen in the 
epidermis and/or corium in Cases 2, 3, 5, 
and 6. Clinically, all except Case 3 showed 
pigmentation. In Case 5, the pigment was 
positive for melanin (silver impregnation) 
and negative for iron. 


Numerical and dimensional increase in the 
lymphatic follicles, as originally described by 
Brill, Baehr, and Rosenthal (1925), was 
found in the nodes in Cases 7 and 8. The 
histologic findings will be covered in detail 
later (see Comment). 

The results of special stains are given in 
Table 2. 


COMMENT 


Within the past several years a clinical and 
histologic entity has been established under 
the names of follicular lymphoblastoma, giant 
follicular lymphadenopathy, giant follicular 
lymphoblastoma, Brill-Symmers disease, and 
giant lymph follicle hyperplasia of the lymph 
nodes and spleen. 

Becker (1901) probably described the first 
case of giant follicular lymphoblastoma under 
the title lymphomatosis hyperplastica simplex 
and classified it under the heading of pseudo- 
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leukemia, a term which at that time was 
commonly used to include almost any form 
of unexplainable enlargement of the lymph 
nodes and spleen. Brill, Baehr, and Rosen- 
thal (1925) described two similar cases. 
This was the first paper to call attention to 
the occurrence of a disease, without specific 
changes in the blood, characterized by gen- 
eralized lymphadenopathy due to numerical 
and dimensional hyperplasia of the lymphatic 
follicles and to emphasize its clinical impor- 
tance and its amenability to roentgen treat- 
ment. Symmers (1927) published a report 
of three cases of an apparently identical 
character. Terplan (1929) reported a case 
entitled a peculiar granuloma-like systemic 
disease. Symmers (1938) discussed the dis- 
order again in a long, comprehensive article. 
Since that time other contributions have been 
made by Baggenstross and Heck (1940), 
Combes and Bluefarb (1941), Briick (1945), 
Cohen and Bergstrom (1946), Heintzelmann 
(1946), Uhlmann (1948), Symmers (1948), 
Werner (1952), Candreviotis (1952), and 
Keller and Staemmler (1952). 

Giant follicular lymphoblastoma occurs al- 
most twice as often in males as in females, 
and most often between the ages of 25 and 
40. Clinically it is characterized by local or 
generalized enlargement of the superficial 
nodes, and, in about 60% of the cases, by 
splenomegaly. In some cases the internal 
nodes are enlarged either alone or in com- 
bination with the superficial ones. The nodes 
remain discrete and movable but may be 
closely packed, especially in the inguinal 
region, so as to appear confluent. They vary 
in size from 1 to 5 cm. and are usually firm, 
painless, and not tender. Temporary spon- 
taneous diminution in size may occur in some 
instances. ! 

Numerical and dimensional hyperplasia of 
‘the follicles accounts for the enlargement. 
The lymphatic cords and sinuses are almost 
always obliterated. The follicles are sur- 
rounded by a zone of closely set, deeply 
staining, small lymphocytes which fades 
gradually into the loosely distributed small 
lymphocytes of the parenchyma. The tinc- 
torial features of the germinal centers are 
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subject to variation. Most of the follicles are 
massively enlarged, although a few are 
smaller than normal. They are usually round 
or oval, but sometimes fuse to form enor- 
mous masses of various shapes which may 
break through the surrounding zone of lym- 
phocytes and invade the capsule. The follicles 
may be so closely. packed as to occupy almost 
all of the substance of the node, or they may 
be set apart at variable distances. The spleen 
is involved in a similar way. 

Early in the course of the disease the 
leucocyte count is apt to be normal, although 
later leucopenia is often encountered. Mild 
eosinophilia is occasionally noted. It is well 
known that giant follicular lymphoblastoma 
frequently changes to Hodgkin’s disease, lym- 
phosarcoma, lymphatic leukemia, etc. Many 
observers have commented on the radiosen- 
sitivity of the nodes in this disorder. 

Cutaneous changes in giant follicular lym- 
phoblastoma must be extremely rare, but 
should be similar to those in other lympho- 
mas. In oyr opinion, erythroderma in giant 
follicular lymphoblastoma is exemplified by 
Cases 4 and 5 of Symmers (1938). The 
lymph nodes in these cases showed “count- 
less deposits of yellowish-brown pigment” 
in addition to the classical changes of giant 
follicular lymphoblastoma. The type of pig- 
ment was not stated, and there was no 
mention, of lipoid. Under the heading giant 
follicular lymphoblastoma, Symmers (1948) 
reported 17 cases of exfoliative dermatitis, 
4 from “arsphenamine poisoning,” 3 with 
Hodgkin’s disease, 2 with polymorphous cell 
follicular sarcoma, and 1 with “tuberculous 
adenopathy.” He did not state the micro- 
scopic findings in the other seven cases. We 
are unable to understand why any of these 
cases were listed under the title of giant 
follicular lymphoblastoma. 

From an extensive review of the literature 
it is apparent that giant follicular lympho- 
blastoma is a distinct entity, probably a low- 
grade malignant lymphoma. It can be seen 
that there are many obvious differences be- 
tween it and lipomelanic reticulosis, both 
clinically and histologically (Table 3). De- 
spite these differences confusion exists. 
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Combes and Bluefarb (1941), under the 
title “Giant Follicular Lymphadenopathy,” 
reported “15 patients whose excised super- 
ficial lymph nodes . . . showed . the 
histologic characteristics of giant follicular 
lymphadenopathy.”’ Clinical diagnoses in- 
cluded contact dermatitis, exfoliative derma- 
titis (Wilson and Brocq), psoriasis, derma- 
titis herpetiformis, pityriasis rubra (Hebra), 
mycosis fungoides, leukemia cutis, Hodgkin’s 
disease involving the skin, and arsphenamine 
dermatitis. In a later paper (Bluefarb and 
Webster 1950), Bluefarb stated that in his 
article with Combes (1941) they “were not 
familiar with the work of Pautrier and 
Woringer.” Three cases of Combes and Blue- 
farb were described in detail. The first patient 
had generalized erythroderma and general- 


losis, except the five with a final diagnosis 
of polymorphous cell sarcoma. 

Bluefarb and Webster (1950) reported 
two cases of “lipomelanic reticulosis which 
developed into mycosis fungoides.”’ Both of 
the patients had exfoliative dermatitis and 
superficial lymphadenopathy. In the first case 
the authors stated : “The lymph node follicles 
are somewhat increased in number but were 
rather small.” Large, pale, cortical areas, 
fat, and melanin were not mentioned. A 
diagnosis of lipomelanic reticulosis was made. 
One year later the patient developed typical 
mycosis fungoides. We believe that there was 
insufficient evidence for the original diag- 
nosis of lipomelanic reticulosis. Bluefarb and 
Webster’s second case was illustrated by a 
photomicrograph of a node which in our 


TABLE 3.—Important Distinguishing Features 








Lipomelanie Reticulosis 
Lymphadenitis secondary to derma- 


Nature of disease..............eeeeeeeee 


tosis 
Chronic dermatosis ...............50055 Yes 
PINE oe ioe occ ies wa cuari pabaseee No 
NEURO SSUES, Fas hoe ba Stee ssdeseces Yes 


Histology of nodes...............0..04 


Involvement of internal nodes......... No 
Transformation into other lymphomas No 


Large, pale, cortical areas. Deposits 
of melanin and lipoid 


Giant Follicular Lymphoblastoma 
Low-grade malignant lymphoma 


Usually no 
Usually yes 
Usually no 


Inerease in number and size of 
lymphatic follicles 


Yes 
Frequently, with fatal outcome 





ized lymphadenopathy. The authors stated 
that “microscopic examination of a super- 
ficial lymph node showed the dimensional 
and numerical hyperplasia of giant follicular 
adenopathy.” The second patient had an 
extensive chronic, discoid, lichenoid derma- 
titis, Examination of one of the cervical 
nodes showed “changes previously described 
as in giant follicular adenopathy.” Fat and 
melanin were not mentioned. Despite this we 
think that these cases were examples of 
lipomelanic reticulosis. The third patient had 
mycosis fungoides with generalized lymph- 
adenopathy. Histologic examination of a node 
showed “giant follicular hyperplasia associ- 
ated with changes suggestive of transforma- 
tion into polymorphous cell sarcoma.” The 
spleen was not palpable in these cases. We 
believe that most of the cases which these 
authors reported as giant follicular lympho- 
blastoma probably were lipomelanic reticu- 





opinion was characteristic of lipomelanic 
reticulosis. At the same time this biopsy was 
performed, the clinica: and histologic fea- 
tures of the cutaneous lesions were those of 
mycosis fungoides. This case was analagous 
to one reported by Pautrier and Woringer 
(1939), which was first seen in March, 1938. 
He had developed erythroderma in February, 
1937. Histologic examination of the skin in 
March, 1938, showed only diffuse lichenifi- 
cation, and there were no signs of mycosis 
fungoides. The patient also had generalized 
lymphadenitis. Histologic examination of the 
nodes in March, 1938, showed the classical 
picture of lipomelanic reticulosis. A second 
histologic examination was made three weeks 
later, at which time the node had lost all 
traces of its normal structure and the picture 
was characteristic for mycosis fungoides. At 
the time of the second examination there was 
neither fat nor melanin in the node. By June, 
1938, the patient developed tumors on the 
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face which had the histologic features of 
mycosis fungoides. Laipply and White re- 
ported that 2 of their 15 patients with lipo- 
melanic reticulosis died of monocytic leu- 
kemia. Both of these patients had extensive 
dermatitis. 

In our opinion these four patients illustrate 
that the histologic picture in the nodes termed 
lipomelanic reticulosis is dependent on an 
extensive dermatosis or erythroderma of one 
type or another. We can see no reason why 
such changes cannot develop in the erythro- 
dermic stage of mycosis fungoides or other 
lymphomas for the same reason that it de- 
velops in any erythroderma. We believe that 
a diagnosis of premycotic, erythrodermic my- 
cosis fungoides can rarely be made histo- 
logically at the beginning, and only time will 
give the correct answer. If a diagnosis of 
mycosis fungoides or of another lymphoma 
is subsequently substantiated, we believe that 
the disease did not develop from lipomelanic 
reticulosis. 

Bluefarb and Webster stated : “We believe 
that lipomelanotic reticulosis is the same as 
giant follicular lymphadenopathy, and this 
opinion has been concurred in by Symmers” 
(1948). In our opinion, these two disorders 
are not the same, and they can be readily 
distinguished from one another. This is in 
agreement with the findings of others (Heint- 
zelmann, Jarrett and Kellett, Keller and 
Staemmler, and Randerath and Ulbricht). 
We believe that cases of this type should not 
be reported under the title of Symmers dis- 
ease. There is no definite evidence that lipo- 
melanic reticulosis can develop into malignant 
lymphoma. There was no evidence of this 
change in any of our patients. We agree with 
Jarrett and Kellett that lipomelanic reticulo- 
sis can be a reversible disorder. Laipply and 
White presented five cases in which the 
lymph nedes became no longer palpable. An 
example is our Case 3. 

Lipomelanic reticulosis must also be dis- 
tinguished from Hodgkin’s disease, lympho- 
sarcoma, lymphatic leukemia, aleukemic mye- 
losis (pseudoleukemia of Briquet), mycosis 
fungoides, and polymorphous cell sarcoma. 
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All of these disorders are manifestly malig- 
nant. Undoubtedly there are diagnostic prob- 
lems, but we believe that the findings in lipo- 
melanic reticulosis are characteristic enough 
so that it, at least, may be identified. Large, 
pale, cortical areas, fat, and melanin are not 
seen in nonspecific chronic lymphadenitis. 

Various terms have been assigned to 
lipomelanic reticulosis. These. include lipo- 
melanotic reticulosis (Soloff), lipomelanotic 
reticular hyperplasia (Laipply and White), 
pigmented lymphogranuloma with general- 
ized cutaneous manifestations (Loblich and 
Wagner), lipomelanic lymphadenopathy 
(Bettley), cutaneous _ reticulohistiocytosis 
(Baccaredda), and dermatopathic lymph- 
adenitis (Hurwitt). Although the term lipo- 
melanic reticulosis has priority, we prefer 
dermatopathic lymphadenitis because the in- 
flammatory changes in the nodes are sec- 
ondary to those in the skin. 


SUMMARY 


Lipomelanic reticulosis is the name given 
to the histologic findings in the enlarged 
superficial lymph nodes of patients who al- 
most always have generalized. erythroderma 
with varying degrees of exudation, exfolia- 
tion, lichenification, pigmentation, excoria- 
tion, secondary pyogenic infection, and in- 
tense pruritus. Eosinophilia is a common 
finding.. The lesions in the skin and lymph 
nodes are reversible. 

The histologic picture in the nodes is 
characterized by large, pale, cortical areas 
which have deposits of melanin in their per- 
iphery. These areas are composed of reticular 
cells, the cytoplasm of which contains cho- 
lesterol. There is a polymorphous cell infil- 
trate. The histologic picture in the skin is 
nonspecific. The pathogenesis is unknown. 


Six cases of lipomelanic reticulosis and two 
of giant follicular lymphoblastoma are pre- 
sented. 

Giant follicular lymphoblastoma is a low- 
grade malignant lymphoma which, on histo- 
logic examination of the nodes, shows a 
great increase in the number and size of 
lymphatic follicles. The disorder frequently 
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transforms into a more malignant lymphoma 
and usually has splenomegaly and involve- 
ment of internal nodes. 


CONCLUSIONS 


Lipomelanic reticulosis is not an entity 
but an unusual, chronic lymphadenitis sec- 
ondary to an erythroderma. 

Lipomelanic reticulosis can be readily dis- 
tinguished from giant follicular lymphoblas- 
toma. 

Lipomelanic reticulosis does not predispose 
to malignant lymphomas, but may occur in 
conjunction with them. When this occurs, 
the changes in the nodes are secondary to an 
erythroderma which may accompany the ma- 
lignant disorder. 

A knowledge of lipomelanic reticulosis is 
of importance in the evaluation of chronic 
. erythrodermas. 


Medical Arts Building (2) (Dr. Laymon). 
Montreal General Hospital (18) (Dr. Jackson). 
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Il. Dynamics of the Host-Parasite Relationship 
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This report presents the histopathologic 
findings in serially sectioned biopsy speci- 
mens taken from the scalps of experimental 
subjects inoculated with Microsporum au- 
douini and Microsporum canis. The princi- 
ples governing the pathogenesis of this type 
of scalp ringworm have been presented in a 
previous communication.’ Forty-one scalp 
specimens from adults and children subjected 
to biopsy at various times after inoculation 
comprise the experimental material. Sixteen 
specimens were from M. canis cases and the 
remainder were from cases of M. audouini. 
Alternate sections were ‘stained with hema- 
toxylin and eosin and the Hotchkiss- 
McManus stain. In addition, 11 biopsy spec- 
imens from persons naturally infected with 
M: audouini and 3 from M. canis infections 
were studied. Kerions and other inflamma- 
tory scalp reactions are not herein consid- 
ered. These latter are specialized variants of 
the basic disease indicative of a marked re- 
activity of the host. 

Among the early studies of tinea capitis, 
Sabouraud’s is by far the most exhaustive.” 
“Les teignes,” with its beautiful illustrations, 
is the work of an extraordinarily gifted man. 
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The significant writings of Fox and Blaxall 
and of Adamson, at the turn of the century, 
testify to the venerable scientific status of 
this disease.* The thorough observations of 
these early students were incomplete only 
because the experimental material was essen- 
tially limited to manually epilated hairs. I, 
on the other hand, have had the opportunity 
of studying biopsy specimens from the very 
onset of the disease to the end of its natural 
course. 
AUDOUINI INFECTIONS 


The findings in adults and children were 
similar and will be presented together. The 
inoculation was made with spores from natu- 
rally infected hairs; therefore, the presence 
of hyphae signified spore germination. Scrap- 
ings of the scalp occasionally showed hyphal 
segments on the second day along with rem- 
nants of spore masses contained in the inocu- 
lum. Neither of these was seen earlier than 
the third day in biopsy material. By the third 
to fourth day, a rather substantial mass of 
segmented hyphae had accumulated in the 
follicular orifice. The hyphal cells comprising 
the mass were large, rectangular, often poly- 
morphic, and of variable size (Fig. 1). Often 
they were two to three times the width of the 
ordinary ectothrix spores formed later and, 
not infrequently, five times as long. They 
were clearly formed by septation, which led 
to the rapid breaking up of hyphal filaments 
into chains of cells. These separated readily 
from each other. Sectioning or plucking such 
hairs caused marked disarrangement of these 
cells. Some cellular segments were suffi- 
ciently large to justify the term “giant hy- 
phae” given by Fox and Blaxall* and later 
by Sabouraud.? Frequently, these cells as- 
sumed bizarre shapes. This induced Sabou- 
raud to observe (with some poetic license) 


* References 3 to 6. 
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Fig. 1 (above).—Segmented aggregation of fungus cells in the follicular orifice four days 
after inoculation with M. audouini. 4, schematic representation of biopsy specimen shown in B. 
B, an oblique cut through the follicular orifice. The sectioning has caused some distortion in the 
normal relationships. The fungus elements are densely aggregated around the hair but have not 
invaded it. The segregated cells which are seen here in great disorder were originally in chains. 
The keratinized squamae lining the orifice are not invaded. The fungus has grown luxuriantly in 
the free follicular space. Hematoxylin and eosin; reduced about 2/5 from mag. x 450 


Fig. 2 (below).—McManus stain of infected hairs epilated seven days after inoculation with 
M. audouini. 4, reduced about 2/5 from mag. x 100; B, reduced about 2/5 from mag. x 250. 
Primary spore formation. The segmented cells (arthrospores) form bizarre patterns on the hair 
surface. The plucking and staining has caused the cells to separate in disorder. Actually the 
entire hair surface is covered with the fungus, but many of the cells have been lost in the plucking 
and preparation of the hair. The lower third of the hair in 4 has been invaded by hyphae. 
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that they are formed by a filament “dis- 
solving into a rain of different sized spores.” 
They are, however, clearly cut out by septa- 
tion and are simply arthrospores. Saubouraud 
appropriately termed the follicular aggrega- 
tion of variable hyphal segments “the my- 
cotic cone.” When the scalp is scraped at this 
stage, discrete collections of cells, often main- 
taining a semblance of chain formation, can 
be observed. These originate in the follicular 
orifice. Infrequently branching filaments, 
sometimes divided by septa into cells of vari- 
able length, were found in the outer portion 
of the stratum corneum of the epidermis. 
After the third day these were easily found 
in great abundance in scrapings. Their much 
rarer presence in biopsy specimens was be- 
cause of the loss of the outermost stratum 
corneum in sectioning. 


Invasion of the stratum corneum of the 
surface provides the means by which the 
ringworm patch enlarges peripherally. These 
hyphae grow outward from the point of in- 
oculation and infect the follicles encountered 
in their radial path of growth. They are sim- 
ilar to those found in glabrous skin lesions 
due to this organism, as pointed out in 1895 
by Adamson.® The failure of some investi- 
gators to find them is attributable to their 
having collected the scrapings after climax.* 
After the patch has reached maximum size, 
the hyphae in the stratum corneum dis- 
appear. They are the means by which circi- 
nate patches of ringworm, whether on the 
scalp or on the body, are established. Infec- 
tion of the stratum corneum is not, however, 
as maintained by Sabouraud, a precondition 
for hair invasion. As previously shown, the 
infection may be limited to scattered indi- 
vidual hairs. In that case the stratum cor- 
neum does not become involved, and a 
circinate ringworm patch is not produced. 
In either case the striking feature of the early 
stage of infection is the massing of fungus 
cells in the follicular orifice. Curiously, the 
fungi at this site are generally not within the 
keratinized squamae lining the orifice. In- 
stead, they leave the stratum corneum where 
the epidermis invaginates to form the follicle 





















































and entwine themselves around the hair. 
They become appressed to it and proliferate 
on its surface (Fig. 2). 

The data have not borne out Sabouraud’s 
widely accepted view that the fungus grows 
downward in the follicle within the kera- 
tinous lining of-the follicle wall. Sabouraud 
envisioned that the hyphae followed a con- 
tinous keratinized pathway from the surface 
halfway down into the follicle, at which level 
they left the stratum corneum and entered 
the hair. The sections instead showed that, 
when a new follicle was invaded, the fungi 
attached themselves to the hair and grew 
downward not in the stratum corneum but 
on the hair surface. The invading hyphae 
grew always downward and never upward. 
Evidently, at this stage the rapidly growing 
fungus obtains nutrients either from sub- 
stances present in the follicular canal or from 
the uninvaded hair. The ringworm fungi 
have been shown to contain keratinolytic 
enzymes which dissolve keratin in vitro.f 
That these fungi are attracted almost selec- 
tively to keratin, in accordance with Van- 
breuseghem’s thesis, has been convincingly 
shown by Ajello, who succeeded in isolating 
M. gypseum repeatedly from soils simply by 
“baiting” moistened natural soils with hair.t 
It is something of a paradox that such a 
luxuriant fungus mass should accumulate in 
the follicular orifice. Sebum issues continu- 
ously into this-region via the sebaceous duct. 
The sebum of both adults and children is 
fungistatic, owing to its content of fatty 
acids.§ Accordingly, the follicular orifice con- 
tains a little pool of sebum which certainly 
would seem to create a hostile environment 
for the fungus. I have been able to show that 
the sebum of persons susceptible to experi- 
mental infection is no less fungistatic than 
that of persons who are not susceptible (un- 
published work). At any rate, how the fun- 
gus can grow so abundantly in a fungistatic 
milieu is a challenging question. 





+ References 7 and 8. 
t Ajello, L.: Personal communication to the 
author. 


§ References 9 and 10. 



































Fig. 3.—A, early invasion of-the follicle by M. 
audouini via the keratinized tube. The hair has been 
displaced by the sectioning. The segmented fungus 
cells have grown down into the follicle entirely 
within the hair canal. Note that the abundant mass 
of keratin in the follicular orifice is not invaded. 
McManus stain; x 200. B, architecture of the 
keratinized tube. Normal scalp. The hair is no 
longer in the tube, but one can observe the “sleeve” 
of keratin into which it originally fit. Note that the 
keratinized meshwork supporting the tube is very 
loose ; the tube itself, however, is made of condensed 
keratin and forms a molded, more or less solid 
surface. Hematoxylin and eosin; x 100. 


It is necessary to review the normal anat- 
omy of the hair follicle in order to present a 
comprehensible account of the early phases of 
infection. The external root sheath of the 
follicle forms a lining layer of epithelial cells 
continuous with the epidermis above and 
diminishing below till it merges with the hair 
matrix. The length of the follicle to the base 
of the papilla is 2 to 3 mm. in children. The 
external root sheath elaborates keratin in the 
top portion of the follicle above the sebaceous 
duct. It is anatomically and functionally like 
the epidermis in this region. This keratin 
forms a loose mass thicker above and dimin- 
ishing below till it vanishes at about the level 
where the sebaceous duct enters the follicle. 
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Below this level the external root sheath is 
not a stratified layer and does not form kera- 
tin. Instead, there is a band of hyalinized, 
tightly fitted, polygonal, unshrunken keratin- 
ized cells; which lines the surface of the ex- 
ternal root sheath for the greater part of the 
follicle. This band,. which is three to four 
cell layers thick and of a uniform width, is 
the keratinized product of the internal root 
sheath. This keratinized band slides continu- 
ously upward over the surface of the external 
root sheath until it finally desquamates at 
about the point at which the external root 
sheath begins to form keratin. The internal 
root sheath, like the hair, is produced by the 
matrix and moves upward in the follicle be- 
tween the hair itself and the external root 
sheath until it desquamates unnoticeably near 
the scalp surface. For some reason, this is 
generally not known. 

The keratinized squamae in the orifice are 
organized in an interesting and, until re- 
cently, unrecognized way. O’Brien has con- 
ceived of this keratin as forming a definite 
pore or ring."’ My observations confirm and 
extend this useful conception. Indeed, this 
keratin may be thought of as forming not 
simply a pore but a tube or cylinder inserted 
into the follicular orifice. The keratin nearest 
the cells of the external root sheath, that is, 
the newly formed keratin, is loosely organ- 
ized. It is laid down in a kind of basket- 
weave network containing many individual 
air spaces. Farther out, toward the lumen of 
the follicle, it becomes condensed into tightly 
organized concentric lamellae. The hair prob- 
ably-helps to mold it, since the keratin is con- 
tinuously displaced up against the hair. This 
condensed keratin forms the surface of a 
hollow tube which houses the hair. The tube 
flares out above as it opens to the surface, 
but for the most part of its total length 
(about 0.3 to 0.5 mm.) it has a uniform 
diameter which is just slightly greater than 
that of the hair. In biopsy specimens the hair 
canal appears as a free space between the 
hair and the keratinized structures lining the 
follicle (the “tube” above and the keratinized 
internal root sheath band below). Actually, 






































this free space is nonexistent in vivo. The 
space is merely a potential one, much like 
that which exists between the parietal and 
visceral pleura. Tissue turgor presses the 
structures together. The observation of fresh 
tissue under the dissecting microscope proves 
this. The consequence is that free surfaces 
are in absolute apposition without limiting 
the upward movement of the growing hair. 

Now we are ready to examine the anatom- 
ical relationships of the fungus as it invades 
the follicle. The aggregation of fungus ele- 
ments in the follicular orifice may be seen to 
be essentially confined within the keratin 
tube (Fig. 3). For the most part they do not 
invade the abundant keratinized meshwork 
-of squamae which line the follicular orifice. 
The tube serves as a route of ingress into 
the follicle. O’Brien has shown that living 
bacteria applied to the skin surface do not 
penetrate the loose keratinized latticework in 
the orifice but instead migrate down in the 
potential space between the hair and the 
keratin tube (or pore, as he terms it). That 
fungi should select the same pathway, as they 
assuredly do, is even more striking in view 
of their keratinolytic powers, which would 
theoretically enable them to grow within the 
keratinized squamae of the orifice. Instead, 
they take the easiest path downward. They 
become attached to the hair and progress 
along its surface. They do not, for the most 
part, follow the keratinized pathway envi- 
sioned by Sabouraud. A few hyphal segments 
may invade the keratinized meshwork, how- 
ever. When the hyphae descend to the level 
of the band of keratinized internal root 
sheath cells, they continue to grow down 
along the hair surface. They do not attack 
the keratinized internal root sheath at any 
time. In its downward progress on the hair 
surface, the fungus displaces and deforms the 
keratinized band, causing it to separate into 
its cellular components to a varying degree. 
It thereby desquamates prematurely. 


As long as the hyphae remain external to 
the hair they continue to segment and break 
up into rectangular cells which are easily dis- 
sociated (arthrospores). This process may be 


































Fig. 4—Note segmented hyphae growing on 
the surface of a manually plucked club hair: Club 
hairs are resistant to infection. The hyphae never 
penetrate into such a hair. This is an instance of 
follicular invasion without hair invasion. This hair 
was plucked from the border of an actively enlarg- 
ing lesion. This hair, unlike an infected one, has not 
fractured during epilation. Complete removal is 
possible because the hair has not been invaded. 
McManus stain; reduced about % from mag. x 90. 


termed primary spore formation. The ecto- 
thrix spores which are formed later after the 
hair has been invaded are also produced by 
septation, but these latter spores are smaller 
and are produced by the fragmentation of 
external branches of the intrapilary hyphae. 
At all stages in the course of Microsporum 
infections the hyphae which are outside the 
hair tend to fragment and form spores, 
whereas the intrapilary hyphae tend to form 
long filaments with only occasional septa- 
tions. 

The initial stage of follicular infection is 
thus characterized by extrapilary invasion of 
the follicle. This extrapilary phase is essen- 
tially the same in all the ringworm infections 
of the scalp, whether caused by species of 
Microsporum or of Trichophyton. It may be 
termed the follicular phase of infection. An 
important feature of this phase is that the 
fungus will enter all the follicles indiscrimi- 
nately. It then entwines itself about the hair, 
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even if that particular follicle does not con- 
tain a susceptible hair. This will be explained 
more fully below. It is clear, however, that 
the hair itself is not the factor which induces 
the fungus to enter the follicle, since the type 
of hair present may not provide a suitable 
substrate for fungus growth. This is the case, 
for instance, with club hairs (resting hairs) 
(Fig. 4). 

The extrapilary segmented cells frequently 
tend to become aligned along the long axis 
of the hair in more or less parallel chains. 
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of the hair occurs in a variable zone which is 
about 0.25 mm. within either side of the mid- 
point of the intrafollicular portion of the hair. 
This marks the beginning of the pilar phase 
of infection. Penetration was not observed 
earlier than the sixth day. This corresponds 
to the earliest appearance of fluorescence. As 
has already been pointed out in the previous 
study, the fluorescent substance is a product 
of the fungus growing within the hair and is 
not contained in appreciable quantities within 
the fungus cell. The failure of fluorescence to 


Fig. 5—The earliest stage of hair penetration, six days after inoculation with M. 
audouini. A, schematic representation of biopsy specimen shown in B. B, segmented hyphal cells 
have just penetrated under the cuticle, which is being stripped off in shreds. The cortex has not 
yet been invaded. Hematoxylin and eosin; reduced about 2/5 from mag. x 900. 


There is a good deal of irregularity, how- 
ever, and the segmented filaments may en- 
twine the hair in a quite eccentric manner 
(Fig. 2). The irregularity is emphasized by 
sectioning of the tissues or by plucking the 
hair. The entire hair surface may be covered 
by dense chains of segmenting hyphae which, 
because of dissociation, form bizarre and 
curious patterns. The early investigators de- 
scribed this appearance in detail.|| Invasion 





|| References 2 and 4. 
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appear before penetration of the hair clearly 
illustrates this fact; thus, although there is 
an abundant mass of hyphae around the hair 
in the early stages of follicular invasion, there 
is no fluorescence until the fungus actually 
enters the hair. Furthermore, the masses of 
ectothrix spores subsequently produced by 
the fungus do not fluoresce when viewed 
under the ultraviolet microscope. These ob- 
servations confirm the belief of Davidson and 
Gregory that fluorescence is confined only to 
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that portion of the hair which is actually in- 
vaded.!?_ Benedek,'* on the other hand, con- 
sidered that the spore sheath was necessary 
for the development of fluorescence, a view 
with which I am in disagreement. 

Hair invasion occurs in a quitt character- 
istic manner, which was beautifully illus- 
trated by Sabouraud. The hyphae penetrate 
under the cuticle and proliferate downward 
in the subcuticular portion of the cortex just 
under the hair surface. This results in a 
stripping of the cuticle (Fig. 5). The sub- 


the fungus. A water or nutrient gradient 
could account for this. The mass of more or 


less parallel but intricately intertwined 
intrapilary hyphae, which are about 2, in 
diameter, increase toward the base because 
of the repeated branching. Finally, at the 
bottom most of the hair cortex is occupied by 
filaments. These have a narrower width than 
those above, since they are younger. At this 
stage attempts to epilate a hair manually 
generally fail because the hair has been 
greatly weakened by the fungus. The fascicle 





Fig. 6.—Penetration of hair cortex seven days after inoculation with M. audouini. 4, 
schematic representation of biopsy specimen shown in B. B, segmented hyphae externally are 
stripping the cuticle. A few nonseptate filaments have just penetrated the hair. Note the branch- 
ing intrapilary filaments. Although there are only a few intrapilary filaments at this stage, 
fluorescence has already developed. Hematoxylin and eosin ; reduced about 2/5 from mag. x 2500. 


cuticular hyphae segment into chains of rec- 
tangular cells similar to the external hyphae. 
Shortly some of the hyphae penetrate more 
deeply into the hair cortex. Growth is always 
downward, as indicated by the way the fila- 
ments branch (Fig. 6). The filaments branch 
repeatedly in their growth toward the hair 
bulb and finally reach their terminal position 
in the hair root between the 9th and the 10th 
day. Some chemotactic substance present in 
the base of the hair root evidently attracts 


of fungus filaments is dense enough to oc- 
cupy the greater part of the volume of the 
hair. When pulled, even gently, the hair usu- 
ally fractures several millimeters above the 
bulb. Indeed, throughout the course of the 
infection manual epilation of the entire in- 
fected hair is usually impossible.** The basal 
portion left behind by this procedure con- 
tains the proliferating fungi which maintain 
the infection. 
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The intrapilary hyphae have a clear cyto- 
plasm which stains poorly, even with the 
Hotchkiss-McManus stain. These hyphae 
form septations infrequently. The cells are 
thus quite long. As the intrapilary hyphae 
descend, their growth ‘is paralleled by the 
segmenting chains of external hyphae. The 
cells in the external chain become smaller 
toward the bottom of the follicle. Their 
lowermost limit is just above that of the 
intrapilary hyphae. During the follicular 
stage of invasion and up until about the 10th 
day, when the fungus has reached its termi- 
nal position, the internal and external hyphae 
are more or less separate systems. After this 
the external segmenting chains disappear, 
and those branches of the intrapilary hyphae 
which lie outside the hair form ectothrix 
spores in a manner to be described below. 
The infection at the base of the hair is ana- 
tomically mature by about the 10th day. The 
upward-growing hair passively carries the 
fungus with it, so that finally the hyphae 
which penetrated the hair in the midportion 
of the hair root reach the surface on about 
the 12th day. At this time fluorescence may 
be detected in unplucked hairs. After the 
15th day, the infected hair presents a con- 
stant appearance until involution begins. 

The terminal intrapilary filaments have a 
unique relationship to the keratin-forming 
cells of the hair matrix. These terminal fila- 
ments are collectively known as Adamson’s 
fringe. Adamson recognized that the fungus 
did not penetrate the hair bulb, as did Sabou- 
raud.{/ They observed that the terminal tips 
of the intrapilary hyphae stopped “at the 
neck of the bulb at the point it joins the root 
stem.” Without studying biopsy specimens, 
they were unable to define this relationship 
more precisely. In fact, Adamson’s descrip- 
tion of the fringe which bears his name is not 
quite correct. 

A comprehension of the actual situation 
requires a description of the functional anat- 
omy of the lowermost portion of the hair 
root. The hard keratin of which the hair is 
composed is produced by the hair matrix. 





{| References 2 and 5. 
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The cells which comprise the matrix lie along 
the sides and over the tip of the hair papilla. 
They form the expanded lowermost tip of the 
hair root, referred to as the “bulb.” The bulb 
is a remarkable tissue which differentiates 
into the three cell layers of the internal root 
sheet (Henle’s layer, Huxley’s layer, and the 
internal root sheath cuticle), the cuticle of 
the hair, the hair cortex, and, when present, 
the medulla. Most scalp hairs after the age 
of 2 years are not medullated. When present 
the medulla is likely to be discontinuous. 
Anatomically, the hair keratin is formed in 
a different way from the surface keratin. A 
few cells above the tip of the papilla, the 
matrix cells develop fibrils in their cytoplasm. 
These are evidently the precursors of keratin. 
The cells become narrower and longer as 
they ascend. They are elongated in the long 
axis of the hair. The nuclei become long and 
thin and the cytoplasm packed with fibrils. 
These changes represent the progressive con- 
version into mature keratin. This region is 
the keratogefious zone.’® At its upper limit 
the nuclei are very thin; the cell walls are 
no longer apparent, and the cytoplasm has 
been converted into a dense mass of fibrils 
arranged parallel with the long axis of the 
hair. This zone has variable proportions, but 
in children it extends usually 0.5 to 0.7 mm. 
above the tip of the papilla. The hair itself is 
thus formed of tightly compacted keratinized 
cells which parallel the length of the hair. 
The intrapilary hyphae grow downward 
along the “grain” of the hair. The upper limit 
of the keratogenous zone forms an inverted 
“V”; it is defined by the presence of very 
thin nuclei. Keratin formation is anatomically 
complete just at the level where nuclei dis- 
appear. The inverted “V” appearance is due 
to the earlier formation of keratin laterally 
than centrally; thus, nucleated cells persist 
longer in the center than at the sides of the 
hair. Above the keratogenous zone the kera- 
tin is consolidated and resistant to proteo- 
lytic enzymes.’® It is anatomically, but prob- 
ably not chemically, in its final state.: Below 
this limit, the keratin is unconsolidated and 
is dissolved by enzymes and other substances, 
such as urea, to which consolidated keratin 
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is refractory. In the keratogenous zone sulfur 
is present mostly in the form of sulfhydryl 
groups, whereas in the consolidated zone it 
is principally in the form of disulfide link- 
ages.*’ 

The downward growth of the intrapilary 
hyphae is abruptly terminated at the upper 
limit of the keratogenous zone. The hyphal 
tips of Adamson’s fringe never penetrate 
into the nucleated zone, despite the fact that 
the keratin here is almost in its final anatomic 
form (Fig. 7). Thus, the hyphal tips of 








nism. A clear “‘line of battle” is formed here, 
for which there is, to my knowledge, no real 
analogue in the field of biology. There is a 
splendid equilibrium at this level. The fungus 
does not and evidently cannot penetrate more 
deeply than this limit. On the other hand, 
in order for the infection to be maintained, 
the fungus must be able to invade the kerati- 
nized substrate as rapidly as it is being 
formed. If, for instance, the rate of forma- 
tion of keratin were greater than the growth 
rate of the fungus, an obvious consequence 


Fig. 7—Adamson’s fringe 13 days after inoculation with M. audouini. A, schematic repre- 
sentation of biopsy specimen in B. B, hyphal tips of the fringe terminate along the upper border 
of the keratogenous zone, forming an inverted V. The hyphal tips do not penetrate into the 
nucleated zone of unconsolidated keratin. Note that there are few septations in the intrapilary 
filaments. Spore formation begins in the external hyphae just above Adamson’s fringe. Hema- 
toxylin and eosin; reduced about 2/5 from mag. x 1000. 


Adamson’s fringe form an inverted “V” cor- 
responding to the upper boundary of the 
keratogenous zone. The early students gen- 
erally pictured the fringe terminating along 
a horizontal level. At the upper limit of the 
keratogenous zone there is a unique dynamic 
relationship between the host and the para- 
site. These two opposing forces may be 
viewed as biologic vectors pitted directly 
against each other in a contralinear antago- 





would be that the organism would gradually 
be passively pushed out by the growth of 
the hair. In this way it would eventually be 
eliminated. Thus during the active period of 
infection the growth rate of the fungus and 
the hair are and must be, exactly equal 
(about 0.35 to 0.40 mm. per day **). As long 
as the fungus can keep pace with the growth 
of the hair, the host and the parasite will be 
in equilibrium and the relationship at the 
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Fig. 8—Schematic drawing showing the details 
of ectothrix spore formation and the anatomical 
relationship of the fungus to the hair. Note that 
the entire lower portion of the hair root is free of 
infection. 





zone of contact will remain unchanged. This 
equilibrium may last for years in M. audouini 
infections, with neither the host nor the para- 
site gaining any advantage. In this type of 
chronic infection, the host and parasite are 
in a balanced, benign state of antagonism. An 
all-out acute battle is not provoked, unless 
inflammatory changes ensue. The fungus and 
the host do not interfere with each other’s 
function. 

Adamson evidently considered that the 
terminal radicles.of the fringe were external 
to the hair. He states: “There is a fringe 
of mycelium surrounding the hair and pro- 
jecting. below the lower margin of the sheath 
of spores around the hair. Careful inspection 
shows that this mycelium extends upwards 





Fig. 9.—Oblique section through an infected hair at the zone of provisional spore formation. 
A, schematic representation of B. B, more or less parallel filaments in the center of the photo 
are within the hair. These may be seen coursing to the outside, where they form curved, inter- 
locking branches. These external branches will be divided into spores by septations. This view 
is just above Adamson’s fringe in the lower part of the zone of provisional spore formation. 
McManus stain; reduced about 2/5 from mag. x 2000. 

















beneath the sheath of spores to form an in- 
ternal sheath between it and the hair.” ° This 
internal sheath of hyphae, which is supposed 
to lie on the hair surface just below the ecto- 
thrix spore sheath, was also described by 
Gruby (English translation by Zakon and 
Benedek ?®). The present study afforded no 
evidence of the existence of the internal 
sheath. Furthermore, as Sabouraud knew, 
Adamson’s fringe is intrapilary, although 
some of the tips may approach the surface. 


As described above, the external hyphae 
in the early stage of invasion segment into 
large arthrospores. This was termed primary 
spore formation. After Adamson’s fringe has 
formed, primary spore formation ceases as 
the external system of segmenting hyphae 
regresses. Instead, ectothrix spores charac- 
teristic of Microsporum infections are pro- 
duced. Their method of formation has been 
in dispute. The literature does not, to my 
knowledge, contain an adequate description 
of this process. Neither Sabouraud not Bodin 
was able to resolve this issue satisfactorily. 
After changing his mind several times, 
Sabouraud finally subscribed to the views of 
Suis and Suffran (cited by Sabouraud ”). 
These students held that the spores were 
borne on specialized fruiting structures not 
unlike those of Penicillium and Aspergillus. 
The spore-bearing fruiting apparatus in the 
form of a brush was believed to be supported 
on terminal branches of the intrapilary hy- 
phae. These representations could not be 
substantiated in the present study. 


Examination of plucked hairs shows the 
spores to be aggregated in a disorderly 
mosaic formation around the hair. They are 
usually described as round or oval. Actually, 
however, they are crudely cuboidal or rect- 
angular, with distinctly faceted sides and 
rounded ends. They are 1.5 by 2 » wide and 
2 to 3 » long. On close inspection they are 
individually more variable in size and shape 
than when viewed en masse. The uncertainty 
of their origin is ascribable to the rapidity 
with which they become dissociated. Their 
quick separation from each other conceals the 
original relationships. Just above Adamson’s 
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Fig. 10—Zone of provisional spore formation. 
The plane of this section is for the most part just 
outside the hair proper. Septations have divided the 
entire mass of external hyphae into chains of 
provisional spores. Even though the hyphae are 
inextricably entangled one can observe that these 
spores are actually formed in chains and are thus 
arthrospores. Dissociation of the spores into inde- 
pendent units occurs just above this level. Hema- 
toxylin and eosin; reduced about % from mag. 
x 900. 


fringe some of the intrapilary hyphae may 
be observed to course to the surface and to 
form an external intertwined mass of short 
threads. This is the zone of provisional spore 
formation (Fig. 8). These external hyphae are 
simply terminal lateral branches of the inter- 
nal hyphal system, all of which together make 
up one interconnected thallus in each hair. 
These terminal lateral branches are short and 
twisted. They have numerous, short, fre- 
quently recurved side-branches. There is a 
dense entanglement of the numerous external 
curved branches into a highly intricate inter- 
lacing hyphal mass (Fig. 9). The appearance 
resembles densely interlocked deer antlers. 
Septations develop rapidly, closely, and more 
or less at regular intervals in this external 
mass of branched hyphae (Fig. 10). In 
short, there is division by the formation of 
cross. walls into chains of cells, just as in 
primary spore formation (Fig. 11). In this 
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Fig. 11.—Ectothrix spore formation in a mature M. canis infection. A, schematic representa- 
tion of B. B, section of an infected hair showing the upper portion of the provisional zone of 
spore formation. The intrapilary filaments below emerge from the hair and are seen to be under- 
going segmentation into external spore chains. The external branches in this particular section 
are more linear than usual and clearly reveal that the ectothrix spores are formed by regularly 
spaced septations..Such spores are nonspecialized arthrospores, the only type of “spore” formed 


in. vivo by the dermatophytes. McManus stain; reduced about 2/5 from mag. xX 1000 
, " 


& 


.¥ 


Se 


4 


case, however, the chains are usually short 
and highly curved, so the linear arrangement 
of the cells is not very evident. Shortly after 
their formation, the cells separate from each 
other and disorganize into a mosaic collection 
of spores around the hair shaft. The lower 
limit of the provisional zone of spore forma- 
tion is just above Adamson’s fringe, where 
the first extrapilary curved branches occur 
outside of the hair. Its upper limit is the level 
at which the septated cells of the extrapilary 


Fig. 12.—View of an infected hair just above the 
zone of provisional spore formation. The ectothrix 
spores have dissociated from the chain at this level 
and form a nonpatterned mosiac outside the hair. 
The internal portion of the hair is almost com- 
pletely occupied by an intertwined mass of parallel 
filaments. Note that the hair cuticle has been de- 
stroyed so that the exact boundary of the hair is 
no longer discernible This photo makes it clear 
why manual epilation of infected hairs is impossible. 
Literally speaking, there is more fungus than nor- 
mal hair substance. Such hairs would break off 
spontaneously within the follicle were it not for the 
protective effect of the fcllicle itself. Hematoxylin 
and eosin; x 700. 
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Fig. 13.—Final stage of involuting M. audouini infection. A, only one intrapilary fungus 
strand remains. The filament has numerous septations, in contrast with the appearance during 
the height of the infection. There are no ectothrix spores. Note that the keratinized internal root 
sheath, which forms a band lining the external root sheath (on the left), is uninvaded. Hema- 
toxylin and eosin and McManus stains; reduced about 2/5 from mag. x 800. B, The hair con- 
tains a few sparse filaments. Such a hair fluoresces weakly and does not break off so closely to 
the scalp surface. Manual epilation without fracturing the hair is frequently possible at this stage. 
The empty space between the hair and the follicle wall is not present in vivo. Hematoxylin and 
eosin; reduced about 2/5 from mag. x 350. 


hyphae dissociate into individual cell units or 
spores. The length of the provisional zone 
is variable. It is about 0.10 to 0.30 mm. 
Since scalp hair grows at the rate of about 
0.35 to 0.40 mm. daily, spore formation is a 
rapid process and takes less than a day to 
complete. In short, the entire mass of highly 
branched, entangled, external, hyphal 
branches fragments rapidly. The result is a 
mosaic of cuboidal or rectangular cells which 
are packed together and which scarcely re- 
veal their original mode of formation (Fig. 
12). Here and there a few cells can still be 





Fig. 14—Mature M. audouini infection. View of 
an infected hair at the level of the scalp surface. 
_ Many of the intrapilary hyphae have degenerated. 

Those that remain stain more intensely. The ecto- 
thrix spore sheath is prominent. McManus and 
hematoxylin and eosin stains; reduced about % 
from mag. x 250. 
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seen in a short chain. The spores tend to 
round up somewhat after their separation. 
The length is variable, depending on the posi- 
tion at which the septations form. The spores 
stain intensely with the Hotchkiss-McManus 
stain. The cell walls are quite thick. 

It is clear that the spores are formed by 
segmentation of the extrapilary terminal 
branches of the hyphae within the hair. Their 
mode of formation designates them as arthro- 
spores. They are not borne in a specialized 
fruiting apparatus, as the early investigators 
thought. Indeed, really specialized conidia- 
type spores are not formed in vivo by any 
of the dermatophytes. In skin, hair, or nails 
these organisms produce only hyphae. The 
greatest differentiation these hyphae exhibit 
in vivo is division by septation into arthro- 
spore chains. In vitro, however, greater 
morphologic versatility is shown, and micro- 
conidia and macroconidia may be formed. 
The dermatophytes are hence dimorphic in re- 
spect to their different morphology in culture 
and in the parasitic state. Those who have 
observed “macroconidia” on naturally in- 
fected hairs have mistaken keratinized in- 
ternal root sheath cells for these structures, 
as Ajello has clearly demonstrated.”° 

The formation of an external mosaic of 
spores in this manner is peculiar to the genus 
Microsporum. The ectothrix spores of 
Trichophyton are also arthrospores, but these 
latter are formed from external hyphae which 
parallel the intrapilary filaments. The arthro- 
spores of Trichophyton tend to maintain their 
linear formation in a chain because they are 
originally cut out of more or less straight, 
long filaments running along the hair sur- 
face. 

The hyphae of Adamson’s fringe stain 
more strongly than the older intrapilary 
hyphae higher in the hair. As the hair grows 
upward, the intrapilary hyphae progressively 
degenerate (Fig. 14). At the skin level, only 
a few filaments can be visualized. Some 
which are close to or on the surface of the 
hair segment into chains of cells (arthro- 
spores) which stain deeply, unlike the intra- 
pilary strands, which scarcely stain at all. 
The hair cuticle is entirely destroyed in the 
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upper portion of the hair root above the zone 
of provisional spore formation. The hair 
accordingly has no clear-cut delimiting boun- 
dary, and thus some of the originally sub- 
cuticular intrapilary hyphae come to lie on 
the surface. (Perhaps this is the internal 
sheath of hyphae referred to by Gruby and 
Adamson, which was supposed to lie directly 
under the ectothrix spores?) In this posi- 
tion these exposed hyphae tend to. segment 
in accordance with the rule that extrapilary 
hyphae undergo septation readily, whereas 
the internal hyphae have much fewer septa- 
tions. When an infected hair is manually 
plucked, a procedure which causes the hair 
to break a millimeter or so under the sur- 
face, and is then examined directly under 
the microscope, few intrapilary segments may 
be seen. The ectothrix spore sheath, on the 
other hand, is prominent. This is the reason 
why Sabouraud in his early studies did not 
recognize that the hair was actually invaded, 
a misconception which still persists in many 
quarters. The term ectothrix does not refer 
to the external position of the fungus. It 
refers ‘he external position of the spores. 
The hu. itself is always invaded in both 
ectothrix and endothrix infections. The en- 
dothrix fungi are simply those which char- 
acteristically do not form external spores. 
They have only intrapilary hyphae (except 
in the, early stage of follicular invasion). 
The disintegration of the hair by the in- 
ternal hyphae is what gives rise to the cardi- 
nal sign of tinea capitis, broken-off hairs. 
In fact, the thick bundle of hyphae within 
the hair brings about such extensive kera- 
tinolysis that the hair would undoubtedly 
fracture within the follicle itself were it not 
protected by this structure. 

Most scalp hairs are nonmedullated. The 
fungus for the most part avoids the medulla 
when it is present. Evidently the soft keratin 
structures (the medulla and internal root 
sheath) produced by the hair bulb are not 
very satisfactory substrates for fungus 
growth. The ectothrix spores compress and 
deform the keratinized band of internal root 
sheath cells. The fact that clusters of ecto- 
thrix spores are frequently seen in among 
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the keratinized cells of the internal root 
sheath is not to be construed as implying 
actual growth within this layer. 

M. audouini infections clear up spon- 
taneously after a variable period.* The great 
majority of cases encountered in our area be- 
come well within the first year. We have 
previously presented evidence that this is 
not ascribable to local medications. Histo- 
logically, involution of the natural and ex- 
perimental disease is marked by a progressive 
diminution in the quantity of intrapilary 
hyphae and inhibition of spore formation 
(Fig. 13). Finally, in the last stages of in- 
fection, no further ectothrix spores are pro- 
duced and only a few intrapilary filaments 
are found. A diminished fluorescence is coin- 
cident with the decrease in intrapilary hy- 
phae, a finding which is in harmony with the 
fact that the intrapilary hyphae elaborate the 
fluorescent material. In addition, as the intra- 
pilary hyphae diminish the hairs become 
longer. 

As previously pointed out, not all the hairs 
in a circinate patch of tinea capitis are in- 
vaded. An observation of great interest was 
made in respect to club hairs (resting hairs). 
Characteristically, resting hairs have minimal 
or no infection. Sometimes, there are a few 
scattered hyphal filaments which may extend 
to the base of the hair. No ectothrix spores 
are produced. The deep end of a club hair 
is slightly bulbous and is inserted by keratin- 
ized spindle-shaped processes into a sac of 
epithelial cells. Fox and Blaxall were cor- 
rect in remarking that, unlike a growing hair, 
the “bulb” of a club hair could contain fungus 
elements.* The explanation for this, how- 
ever, is that the “bulb” of a club hair is 
completely keratinized and dead, whereas the 
bulb of a growing hair is made up of living 
hair matrix cells. 

It was abundantly clear that the very proc- 
ess of club hair formation was inimical to 
the growth of the fungus. Specimens which 
showed club hair formation in progress were 
rare, but a few fortunate illustrations were 
found. (Club hairs comprise only a small 
percentage of the scalp hairs.) As the club 
formed, ectothrix spore formation ceased 


entirely and the intrapilary hyphae largely 
disappeared except for a few strands. These 
had more cross walls than usual, a sign which 
perhaps indicates unfavorable conditions. 
Hairs which are entering or have entered 
the resting stage obviously do not provide 
a suitable substrate for the growth of the 
fungus. Hairs which are in the resting stage 
at the time of invasion of the follicle are not 
susceptible at all. 

In vivo the fungus lives only in fully 
formed keratin; that is, in the dead portion 
of the hair. One would scarcely suppose that 
it would make any difference whether or not 
the hair was growing. Yet the fungus does 
not grow satisfactorily within resting hairs. 
It has been established that the growth rate 
of hair declines considerably at the end of 
the growing period before it ceases alto- 
gether.*? It is during this period of dimin- 
ished keratin production that fungus growth 
is greatly reduced and the infection involutes. 
After the club is formed, there are no further 
changes in the host-parasite relationship, 
since one is dealing with a totally inactive 
structure. A kind of dormant equilibrium is 
established. Now, how does the fungus dis- 
tinguish between the dead keratin of a club 


. hair and that of a growing hair? No definite 


answer is available at present; however, a 
growing hair differs considerably from a 
resting one. Many other substances beside 
the proteins which make up keratin are 
present in the fully formed hair. These de- 
rive from materials originally present in the 
cytoplasm or nuclei of the cells of the hair 
matrix. They include carbohydrates, nitrog- 
enous substances, and nucleoprotein deriva- 
tives.2? One or more of these may influence 
the growth of the fungus, particularly if they 
are not being produced at a sufficient rate 
to meet the metabolic needs of the fungus. 
This might be the case in a hair with a de- 
clining growth rate. The striking fact is, 
however, that intrapilary growth is for all 
practical purposes impossible when the hair 
is not growing. This can be readily demon- 
strated by plucking out a growing hair and 
inoculating it in a moist chamber with some 
dermatophyte capable of causing tinea capitis. 
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The fungus may grow abundantly around 
the hair but actual penetration is insignificant 
and atypical, even though some of the per- 
forating hyphae may fracture the hair. Not 
only is there no resemblance to the usual in 
vivo appearance of an infected hair but con- 
idia are produced which are typical of the 
cultural or in vitro phase. From these con- 
siderations one can formulate the general 
principle that arrest of hair growth, how- 
soever produced, leads to arrest of fungus 
growth. 


M. CANIS INFECTIONS 


The histopathologic reactions of tinea 
capitis due to M. canis could not be dis- 
tinguished at any stage from those caused 
by M. audouini. The only observable dif- 
ferences were in the time relationships. M. 
canis infections were established more rap- 
idly. In one instance, a moderate mass of 
hyphae was found in the follicular orifice on 
the second day. Subcuticular penetration of 
the hair occurred on the fourth to fifth day, 
and Adamson’s fringe was generally well 
formed by the seventh to eighth day. Since 
the fungus has to descend about 2 mm. under 
the surface to reach its terminal position in 
the hair root, it would appear that the linear 
growth rate in vivo is at least as great as its 
optimal in vitro growth rate. This is true 
also of M. audouini infections, although this 
latter organism has a lesser rate of growth. 


NATURAL INFECTIONS 


The scalps of 11 children infected natur- 
ally with M. audouini and 3 infected with 
M. canis were studied histologically. Some 
of these were in the early stage, although 
the exact date of inoculation could not be 
known. There were no differences between 
the natural and experimental infections. 


CLINICAL AND PATHOLOGIC CORRELATION 


It will be recalled that in the early stage 
tinea capitis is a combined infection consist- 
ing of a scalp phase and a hair phase. The 
proliferation of the fungus in the stratum 
corneum (the scalp phase) produces a cir- 
cinate lesion with an “active border.” This 
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is entirely analagous to a ringworm lesion 
of the glabrous skin, even in respect to the 
tendency for central clearing. The scalp 
lesion is obscured, however, by the thick 
crop of scalp hair. Indeed, it is a transient 
lesion which reaches a maximum size and 
then involutes, as does tinea corporis due 
to this organism, within a matter of a few 
months or less. The fungus in the stratum 
corneum disappears, leaving a pure hair in- 
fection. Now, as a matter of fact, there are 
no fundamental differences between tinea 
corporis and tinea capitis except that the host 
site in each case has anatomic and physiologic 
peculiarities which influence the chief char- 
acteristics of the lesion. Hair involvement 
dominates the picture in tinea capitis, eclips- 
ing the manifestations of the surface involve- 
ment. The converse is true in tinea corporis. 
The glabrous skin, of course, contains nu- 
merous follicles, but the hairs are finer, 
shorter, and slower growing. They are in- 
conspicuous and vestigial in most persons. 
The hairs on the scalp, by contrast, grow 
more rapidly, are longer and thicker, and 
may grow for years before entering the rest- 
ing phase. This makes possible the central 
pathologic feature of tinea capitis, i. e., con- 
tinuous infection of a hair for years. On the 
glabrous skin, the manifestations of hair in- 
fection (which is more frequent than sup- 
posed) are minor and are eclipsed by the 
more prominent reactions of the surface. 
Moreover, infection of glabrous skin hairs 
cannot last very long, because the hairs have 
relatively short growing periods. This will be 
more fully developed below. At any rate, 
tinea corporis and tinea capitis differ only 
in the proportionate degree of surface and 
hair involvement. 

The response of the skin to invasion of 
the stratum corneum (the scalp phase of in- 
fection) has to be examined apart from the 
reactions provoked in the hair follicle (the 
hair phase of infection). 

We shall consider the scalp phase first. 
Tinea capitis due to M. audouini is usually 
described as noninflammatory. This desig- 
nation is only relative. It is, in fact, mis- 
leading. The infiltrated papule, the initial 























PATHOGENESIS OF TINEA CAPITIS 


expression of the disease, and the “active’’ 
indurated border of the enlarging circinate 
lesion are definite signs of inflammation. The 
histopathologic evidence of inflammation is 
even more striking in the early lesion or in 
a biopsy specimen of the active border. There 
is a rather substantial infiltration of lympho- 
cytes in the upper corium. These may be in 
dense focal collections, particularly around 
the blood vessels as well as dispersed in the 
upper corium. The epidermis may show 
spongiosis and hyperplasia of cells in the 
basilar region, as well as moderate acanthosis. 
Clearly, the tissue is reacting to the fungus in 
the stratum corneum. Yet there is no allergy 
(trichophytin sensitivity ) in this “noninflam- 
matory” type of tinea capitis to account for 
the reaction. Does the fungus elaborate a 
mild exotoxin which irritates the skin? The 
pros and cons of this thesis will be elaborated 
elsewhere. It is appropriate to reveal, at this 
time, that preliminary studies have estab- 
lished that the ringworm fungi do, in fact, 
produce exotoxins capable of injuring skin. 


In the hair matrix and its connective tissue 
papilla, by contrast, there is no demonstrable 
reaction to the fungus, even though there is 
a far greater concentration of fungus hyphae 
in the hair than in the stratum corneum. 
This lack of response is of the greatest sig- 
nificance in so far as persistence of the hair 
infection is concerned. If the fungus pro- 
duces an exotoxin which damages the epider- 
mis and corium, how do the hair matrix and 
its papilla escape? The answer must be spec- 
ulative. The epidermis is only a few cells 
thick. In the hair, however, a long keratogen- 
ous zone made up of dying keratinized cells 
separates the tips of the hyphae in Adam- 
son’s fringe from the underlying matrix many 
cells below. The cells in the keratogenous zone 
are tightly compacted and contain a dense 
fibrillary mass of almost completely formed 
hard keratin. The toxin may be unable to 
penetrate through this zone of immature hard 
keratin ; thus. the keratogenous zone may act 
as a barrier which completely prevents the 
transmission to the matrix of chemical noxae 
originating in the keratinized hair. If this 
were the case, the matrix would continue to 


elaborate chemically normal keratin just as 
if nothing were going to happen to it after 
its maturation. The dying cells in the kera- 
togenous zone are not metabolically. active 
(keratin synthesis is largely completed in the 
matrix) and would, therefore, not be very 
reactive except to the severest stresses. Ac- 
cording to this hypothesis, then, the hair 
matrix and the keratogenous zone would re- 
main entirely unaffected by the exotoxin pro- 
duced by the fungus. Should the matrix be 
damaged, this would be reflected in altered 
keratin production, quantitatively or qualita- 
tively, or both. The serene equilibrium be- 
tween the fungus and the host at the terminus 
of the keratogenous zone would be upset, and 
the infection would probably be terminated. 
Actually, the living part of the host and the 
pathogen are indifferent to each other in 
hair infections of this sort. 

This is not the case in the skin. The in- 
flammation provoked by the fungus alters 
the metabolism of the epidermis sufficiently 
to make the keratin an inhospitable substrate. 
The fungus excites pathologic conditions 
which ensure its expulsion from the surface. 
This sequence has been appreciated in the 
more obvious inflammatory reactions pro- 
voked by zoophilic ringworm species. Those 
lesions are recognized to be self-curative. 
Still, it is a matter of degree. Milder forms of 
inflammation do not neutralize or expel the 
fungus quite so rapidly. That this happens, 
however, is indicated by the central clearing 
of surface ringworm lesions. The pathogen is 
concentrated in the advancing border and dis- 
appears centrally. In the border it excites in- 
flammation (the “active” border clinically), 
and if the fungus is to survive it must con- 
tinue to proliferate outwards, where the 
stratum corneum is still normal. It cannot 
do this indefinitely, however, and after the 
lesion reaches maximum size, the fungus fails 
to maintain itself. According to this hypoth- 
esis, any fungus (possibly excepting Tri- 
chophyton rubrum and one or two others) 
which provokes even moderate inflammation 
cannot survive very long in the stratum cor- 
neum, whose subsequent alteration is a re- 
flection of epidermal damage. The morph- 
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ology of the classic ringworm lesion thus 
becomes explicable. Interference with nor- 
mal keratin production is the basis for spon- 
taneous regression of most types of glabrous 
skin ringworm lesions. 

These speculative formulations attempt to 
explain why it is that hair infection is able 
at times to persist for as long as the hair con- 
tinues to grow and surface infection of the 
stratum corneum is self-limited in a matter 
of months. 


COMMENT 


Tinea capitis lesions (after climax) are 
essentially made up of a population of in- 
fected hairs. There is an independent fungus 
colony in each hair. Another way of view- 
ing this is that a patch of ringworm is com- 
posed of a community of more or less inde- 
pendent hair infections. The hairs them- 
selves are in different stages of their life 
cycle. Adjacent hairs are anatomically and 
physiologically independent. Consequently, 
the host-parasite struggle in each hair is an 
individual matter decided by forces within 
each follicle and not influenced by the out- 
come in surrounding follicles. In the earliest 
stage, the fungus apparently invades every 
follicle indiscriminately ; that is, follicles are 
uniformly susceptible. On the other hand, 
the hairs within these follicles are not equally 
susceptible ; in fact, some are absolutely re- 
sistant. Club hairs are among these. Such 
hairs are treated by the fungus as if they 
were. inoculated under in vitro conditions. 
The fungus grows abundantly around the 
hair but does not appreciably penetrate it; 
however, some growing hairs are inexplic- 
ably resistant, A few growing hairs are al- 
ways found to be free of infection even in a 
patch which seems to be solidly fluorescent. 
This awaits elucidation. Lanugo hairs may 
be invaded. This is uncommon, however, 
since such hairs have short life cycles (see 
below). 

The course of infection in each hair is dis- 
tinctive. After a variable period a certain 
number of hairs become free of infection. 
The hairs do not recover at a uniform rate 
even in a patch which is regressing. In fact, 
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a few scattered hairs may remain infected 
for many months after the great majority of 
hairs have become normal. Thus, it is diffi- 
cult to designate exactly when the period of 
involution begins. Adversities are created 
for the fungus when the growth in an indi- 
vidual hair ceases. There are two natural 
means by which this happens. 1. The hair 
enters the resting phase of its cycle by form- 
ing a club. This mechanism for terminating 
the infection can scarcely be of clinical im- 
portance in tinea capitis due to M. audouini, 
since scalp hairs may grow for many years 
before entering the resting phase. It could 
be significant, however, in those cases which 
persist for years. If there were no other 
forces operating to bring about natural cure, 
the inevitable formation of club hairs would 
sooner or later terminate the infection. The 
length of the growing period is necessarily 
the maximum time the infection can persist 
in an individual hair (two to five years). A 
few hyphal strands may remain viable in the 
club hair. Couldn’t these reinfect the new 
hair as it emerges through the same follicle? 
This does not seem to happen. Apparently 
hairs in the very beginning of their life cycle 
are not susceptible to M. audouini infection. 
This applies also to the hairs which regrow 
after x-ray epilation, a fact which makes the 
application of fungicides unnecessary.# In 
the laéter instance, the regrowing hairs may 
actually emerge through follicles containing 
spore-bearing fragments of the previously in- 
fected hair. These principles evidently do not 
apply to endothrix Trichophyton infections. 
Newly emerging hairs may become infected; 
consequently, the scalp infection may persist 
for many, many years. Furthermore, after 
x-ray epilation, the presence of infected hair 
stubs will often reestablish the infection in 
the new generation of hairs. 


On the other hand, club hair formation 
is an extremely important mechanism for 
terminating infections of hairs with short 
life cycles. 

This is the reason why infections of the 
eyelashes always resolve spontaneously 
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within a month or two. These hairs grow only 
for about one and one-half months and rest 
for a somewhat longer period.** The prompt 
response noted by some authors ** to anti- 
fungal treatment is probably an expression of 
this principle rather than a reflection of the 
efficacy of the local use of fungicides. As has 
already been pointed out, the hairs of gla- 
brous skin infections due to M. audouini are 
often invaded, a feature which is not suffi- 
ciently realized. However, a larger propor- 
tion of the glabrous skin hairs are in the club 
or resting stage, owing to the fact that the 
resting stage of these hairs may be almost 
as long as the growing phase.* This is to 
be contrasted to the scalp, in which the rest- 
ing phase makes up a very small fraction of 
the total hair cycle. At any one time, there- 
fore, more than 95% of scalp hairs (ex- 
clusive of lanugo hairs) are growing, whereas 
in most other body areas, except the beard, 
a sizeable proportion are resting. Thus, 
many hairs (the club hairs) within a gla- 
brous skin ringworm lesion are not really 
susceptible. Moreover, since the growing 
stage of glabrous skin hairs is relatively 
short, commonly not éxceeding a half year 
in most areas, it is obvious that this is the 
greatest period of time that a given hair can 
remain infected. In addition, these hairs are 
finer and not as conspicuous. Even if in- 
vaded, they tend to go unnoticed. ‘Indeed, 
the infection in these hairs tends to be di- 
minutive in all respects. Fewer spores are 
formed. The fungus growth is not as lux- 
uriant. The hairs do not break off as readily. 
They do fluoresce, however. Thus, although 
tinea capitis and tinea corporis are analogous, 
the difference is that fewer hairs are suscep- 
tible in glabrous skin lesions and the infec- 
tion can persist for only a relatively short 
time before it is terminated by the formation 
of a club hair. Animal experiments, to be 
reported later, bear out the validity of these 
concepts. 


2. Hair growth is also interrupted when 
an intense inflammatory reaction, such as a 
kerion, develops. This leads to collapse of 
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the follicle ; the damage to the matrix arrests 
the production of keratin. It is this and not 
so much the expulsion of the infected hair 
which accounts for the spontaneous cure 
which regularly follows an inflammatory 
process. Even if the infected hair were 
trapped in situ by the violent inflammation, 
the lack of further hair growth would make 
continuance of the infection impossible. Sig- 
nificantly, cure of the disease by kerion for- 
mation is limited to the areas which show 
inflammatory changes. The infection per- 
sists in those patches which remain nonin- 
flammatory. Usually, however, when inflam- 
mation begins, it involves all the infected 
patches. These observations show, nonethe- 
less, that the spontaneous resolution brought 
about by inflammation is not a peculiar mani- 
festation of allergy but is a mechanical effect 
due to the inhibition of hair growth. Haxt- 
hausen, on the other hand, believes that the 
development of inflammation in one ring- 
worm lesion causes involution of the others.** 
He has attempted to utilize this principle 
therapeutically by inciting inflammation with 
dry ice. I have not been able to confirm Haxt- 
hausen’s uncontrolled experiments. X-rays 
also bring about an inhibition of keratin 
formation; this is the therapeutic principle 
on which the efficacy of this treatment de- 
pends. 

For reasons not at all understood, the in- 
fection may spontaneously regress in a hair 
which shows no indication of entering the 
resting stage. This happens frequently and 
is falsely ascribed to local medications. 


Each infected hair. after climax is a sep- 
arate fungus colony. This has a vegetative 
or proliferative phase corresponding to the 
intrapilary hyphae and a reproductive phase 
of ectothrix spores. This distinction is often 
not appreciated by those formulating the 
rationale of therapeutic measures. Some in- 
vestigators and many clinicians appear to 
believe that the aim of local therapy is de- 
struction of the spores. This is not correct. 
The infection in a given hair is maintained 
by the proliferating hyphae of Adamson’s 
fringe. The tips of these hyphae invade the 
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keratin as it is formed. They constitute the 
vanguard of the attacking forces of the 
fungus; the hyphae above this level arrive 
at their position passively, that is, by upward 
growth of the hair. These hyphae are es- 
sentially inactive, having been removed to 
the rear of the battle zone by the growth 
of the hair; in fact, as the hair approaches 
the surface, the intrapilary hyphae tend to 
degenerate. Ina sense, the fungus in a given 
hair is extremely vulnerable because it would 
not be necessary to destroy the whole colony 
to end the infection. If the invading hyphal 
tips of Adamson’s fringe were inhibited, the 
host would immediately gain the ascendency. 
The newly formed keratin could not be 
invaded. On the other hand, eradication of 
the ectothrix spores could not possibly 
influence the persistence of the infection, 
since the intrapilary hyphae could continue 
to proliferate. These spores are dormant. 
They are reproductive units which are 
no longer growing. Through them the dis- 
ease is transmitted. The benefit of killing 
the spores would reside in preventing the 
transmission of the disease. It is my belief 
that the fungistatic agents in present use do 
not kill the hyphae of Adamson’s fringe and 
thus are not responsible for the “cures” of 
tinea capitis due to M. audouini. It remains 
to be demonstrated whether they actually 
kill the spores in vivo and thus retard the 
transmission of the disease. At any rate, 
the public health aspects may be clearly quite 
different from the problem of curing indi- 
vidual persons or particular hairs of infected 
persons. 

The keratinophilia of the ringworm fungi 
is a well-established concept. This was en- 
tirely supported by the findings in the present 
study. In no instance was there evidence of 
growth anywhere but in fully formed keratin. 

As it turns out, the term keratinophilia is 
anatomically felicitous. This is illustrated by 
the failure of the hyphae to penetrate the 
upper portion of the keratogenous zone of 
the hair. This region is certainly nonliving, 
despite the persistence of nuclear remnants 
(Fig. 15). Even though keratin synthesis is 
almost complete here, the hyphae are clearly 
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denied access. The fungus is so sharply de- 
limited to the precise upper limit of this zone 
that one tends to think of a determinant bio- 
chemical substance acting as an inhibitor. 
Owing to the rapid dehydration which is 
occurring in this area, there must inevitably 
be a concentration of some substances de- 
rived from the nuclei and cytoplasm of the 
hair matrix cells. Perhaps one or more of 
these is the inhibitor. The solution to this 
will lie in a better understanding of the bio- 





Fig. 15.—Schematic representation of an infected 
hair. The points of note are (1) the lack of fungus 
elements in the bulb and keratogenous zone and 
the normal appearance of these latter structures, 
(2) the abrupt termination of Adamson’s fringe at 
the upper limit of the keratogenous zone, and (3) 
the degeneration of the intrapilary hyphae as the 
hair approaches the surface. 


chemical changes which occur as keratin is 
progressively synthesized in the hair root. 

Finally, studies undertaken since the pub- 
lication of the previous report make it neces- 
sary to reemphasize that the refractory state 
is not a specific immunologic phenomenon. 
The failure of new lesions to appear after 
three or four months is not indicative of an 
immune resistance induced by the infection it- 
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self. Indeed, attempts to establish new 
lesions by experimental inoculation even in 
the first month of the naturally acquired dis- 
ease (before climax) are frequently unsuc- 
cessful. It actually seems to be that only 
certain local areas of the scalp are vulnerable. 
The refractory state ensues when all the sus- 
ceptible areas have become involved; there- 
after, further spread is improbable. 


SUMMARY 


For the sake of brevity and clarity, the es- 
sential features of the pathogenesis of non- 
inflammatory tinea capitis due to M. audouini 
may be synoptically represented as follows: 


Clinical Observations 


Incubation period No gross evidence of disease 


(2 to 4 days) 


Period of spread 
(4 days to 4mo.) 


Individual lesions enlarge radially and 
new lesions continue to appear; 
newly infected hairs when plucked 
show a band of fluorescence at the 
base; fluorescence reaches scalp sur- 


of course, well recognized that it grows outward. 
The basal cells of the external root sheath are 
equally productive ; however they do not contribute 
their keratinized product to the hairs, but to the 
inner root sheath, whose two layers are known as 
the sheaths of Huxley and Henle. It is not so well 
recognized that this keratin material also grows 
outward at the same rate as does the hair and 
appears at the mouth of the follicle as a ring of 
keratin surrounding it before it can be shed. Thus, 
not only the hair itself but all of the keratin and 
its precursors which are produced within the fol- 
licle are carried outward at the same rate, and 
there is no sliding of one layer abruptly over an- 
other. This process I think of as the “epidermal 
effluvial current.” 

To succeed in parasitizing a hair, a fungus must 
be able to row downward into the follicle at a rate 


Microscopie Observations 


Hyphae in stratum corneum and follicular orifice; 
hyphae grow downward into the follicle on the 
hair’s surface: the intrafollicular hyphae break 
_ into chains of cells (primary spore forma- 
tion) 


Fungus proliferates in the stratum corneum and 
invades new follicles in its radial path of 
growth; intrafollicular hyphae penetrate hair 
on 6th to 7th day; intrapilary hyphae descend 
to exact upper limit of keratogenous zone and 


face about 12th day; at about 3 wk. 
hairs break off a few millimeters 
above scalp surface 


here form Adamson’s fringe (about 12th day): 
external branches of the intrapilary hyphae seg- 
ment into short chains of ectothrix spores 


Refractory period No new lesions develop; clinical 

(4 mo. to several appearance constant throughout 

yr.) this period; host and parasite at 
equilibrium 


Hyphae no longer present in stratum corneum; 
anatomical relationship of fungus to hair re- 
mains constant; intrapilary hyphae never pene- 
trate into keratogenous zone or bulb of hair; 
large quantities of ectothrix spores formed 


Period of involu- Individual hairs show diminished 


Formation of ectothrix spores gradually ceases; 
tion fluorescence; hairs become longer 





and break less readily 
ABSTRACT OF DISCUSSION 


Dr. J. WALTER Witson, Los Angeles: I have long 
admired Dr. Kligman and his excellent contribu- 
tions to our knowledge of fungous diseases, and 
today’s presentation is worthy of, and hereby re- 
ceives, my highest commendation. I did not have 
the privilege of reading this paper before his oral 
presentation, and hence I could not know whether 
or not he intended to emphasize what I consider to 
be the most important of all the basic principles 
involved in the pathogenesis and therapy of tinea 
capitis. I refer to a mechanism which I have carried 
in my own mind under the designation of “the epi- 
dermal effluvial current.” This, I am sure is not a 
hew concept, but it certainly needs much more 
emphasis than it has previously received. 

In man and in animals, the epidermis proliferates 
continuously and pushes the epidermal cells thus 
produced toward the external surface to be shed 
eventually as dried keratin squames. This process 
goes on just as productively within the hair follicles 
as it does on the flat surfaces of the skin. The hair 
itself is produced by this activity on the part of the 
epidermal cells of its root at the papilla, and it is, 


quantity of intrapilary hyphae progressively re- 
uced 


more rapid than the rate of this “epidermal effluvial 
current.” Also, since a fungus does not ordinarily 
penetrate beyond the confines of the epidermis, 
unless fortified by bacterial allies or by allergic 
hypersensitivity, it will always be contained entirely 
within structures which are moving toward the ex- 
terior at this same rate. Hence, to maintain its 
parasitism of the follicle the fungus must continu- 
ously grow downward into the follicle at a rate at 
least equal to or exceeding the “epidermal effluvial 
current.” In common language, it must continuously 
swim upstream to avoid being carried out to sea and 
lost. If the fungus falls behind sufficiently in its rate 
of growth, the follicle will clear itself automatically 
of the infection. This is true regardless of whether 
or not the hair shaft itself is discharged as the result 
of the natural cycle or becomes epilated by other 
means, for the epidermis of the root sheath main- 
tains this outward current at the same rate even 
when the hair shaft is not present. 

I believe this concept explains many otherwise 
puzzling aspects of the therapy of tinea capitis. Cure 
will occur if the rate of hair growth becomes suf- 
ficiently increased or the ability of the fungus to 
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grow becomes sufficiently slow. The rapidity of 
growth of the advancing filaments at the edge of a 
colony of fungus depends to a significant degree 
upon the amount of fungus present for its support 
in the more central portions and upon its degree of 
health. There are probably many factors which can 
cause sufficient variations in the health status of 
the fungus to slow its growth enough to allow a cure 
to occur. Some of these factors are undoubtedly 
inherent in the fungus itself, and the cure appears 
to be spontaneous even in the absence of any im- 
munologic resistance on the part of the host. Closely 
clipping the scalp and cleansing it frequently and 
vigorously with soap and water is undoubtedly suf- 
ficient in many instances to tip the balance in favor 
of cure. Also, it is not necessary for a fungicide to 
be capable of penetrating to the depths of the fol- 
licles and killing all the fungi contained therein to be 
credited with contributing to the achievement of a 
cure. It is only necessary for it to maintain suf- 
ficient fungistatic effect upon the surface, and to a 
certain depth perhaps, to slow down the penetration 
rate of the parasite so that its rate of growth down- 
ward into the follicle becomes less than the rate of 
the “epidermal effluvial current.” It also can serve 
by preventing the infection of new follicles, If this 
effect is maintained long enough over all the scalp, 
all of the follicles will clear themselves. The selec- 
tion of an individual fungicide thus becomes much 
less important than the length of time some such 
agent is continuously applied. Because of peculiar 
medicolegal factors, epilation by means of x-radia- 
tion is seldom employed in Southern California. We 
have thus been forced to attempt to cure almost all 
cases of tinea capitis by externally applied medica- 
tion continued steadily for many months. Under 
these circumstances, we have observed a much 
higher eventual cure rate than reported elsewhere 
of even such resistant infections as those caused by 
M. audouini, T. tonsurans, and even favus. 


I believe also that this same mechanism is active 
in identical fashion in nails, except that it is a great 
deal slower and is exerted on one side of a concave 
surface instead of the entire periphery of a circle, 
as in a hair. I believe that whenever fungous infec- 
tions of nails become cured, it is the “epidermal 
effluvial current” which is almost entirely responsi- 
ble. Fungicides are relatively ineffective and can 
only contribute by attenuating the virulence of the 
mass of fungus with which they can be brought into 
contact, thereby slowing down the penetration rate 
of the deep advancing filaments. 


Dr. Francis W. Lyncu, St. Paul: I congratu- 
late Dr. Kligman on his prize-winning essay. With 
unusual industry and intelligence he has carried out 
a unique experimental study—of such quality that 
it should be acceptable if offered as a doctoral 
thesis. Such work cannot be expected from resi- 
dents, fellows, graduate students, or practitioners 
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of dermatology—it comes only from a dermatologic 
“institute’— and only from full-time, at least semi- 
permanent, scientific workers. Such a paper empha- 
sizes that dermatology sorely needs more such 
workers and institutions. For proper discussion I 
wish I possessed the detailed anatomic, physiologic, 
and mycologic knowledge to be truly critical; I 
can only accept Dr. Kligman’s concepts and pictures 
at their face value. Perhaps all my time would best 
be devoted to reviewing, repeating, and summarizing 
his principal points, but, instead, I urge many of 
you to read the published paper in detail and with 
care. After having heard the presentation, each of 
you must return and reread Kligman’s excellent 
companion piece on the gross observations made 
during his study and already published in The Jour- 
nal of Investigative Dermatology (18:231, 1952). 


In very brief summary, Dr. Kligman has provided 
an excellent description of the M. audouini colony 
in vivo as the infection spreads on the scalp and 
the colony grows on the hair in a milieu of sebum. 
In this and in the next phase, of invasion of the 
follicle, his observations differ from Sabouraud’s. 
Kligman, aided by newer and more effective tech- 
niques, demonstrated that the hyphae grow on, 
rather than in, the hair and invade by way of the 
tube, beside rather than in the hair. In the third 
phase, that of intrapilar invasion, there is extension 
of proliferating fungi only as far as “Adamson’s 
fringe,” which Kligman aptly describes as a battle 
line in equilibrium. He offers an anatomically 
rational explanation for the cessation of penetration, 
and he provides new mycologic descriptions of this 
stage and new concepts of spore formation. The 
fourth and final phase, that of involution, cannot 
be so easily dismissed, as it leads to questions which 
cannot yet be answered. To all of you it must be 
evident that in this study Kligman has contributed 
much factual knowledge—morphologic, physiologic, 
and mycologic—as well as having offered reasonable 
conclusions as to the pathogenesis during experi- 
mental infection (which can hardly differ from the 
true clinical status in disease). More biochemical 
knowledge is necessary before we can expect to 
understand “climax” and the refractory state. 


A few points require more specific comment. The 
clinical differences between infection of scalp and 
glabrous skin are now seen to be due chiefly to the 
variance in proportion of growing and resting hairs 
in the respective areas. The formation of kerion, 
long thought to be of considerable immunologic 
significance, is now regarded more mechanically— 
somewhat like x-rays it results in the inhibition of 
hair growth and is effective only in the area in- 
volved. A changed attitude toward “Adamson’s 
fringe” shows clearly that we must not expect cures 
to result from the possible development of more 
effective methods of killing spores, even if they are 
successful deep in the follicle. For rational therapy 
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we need the discovery of a biochemical inhibitor to 
the extension of infection in developing keratin. 
Cure might also be expected following the discovery 
of a method for temporary cessation of growth of 
hair without epilation. 

Practically, we can now see that fungicides and 
manual epilation are effective only in limiting the 
extension of infection on the patient’s scalp or to 
other persons. We now realize why roentgenologic 
epilation is seldom really necessary for effecting 
ultimate cure, though it is of value in hastening the 
cure and is thus a useful treatment, particularly 
when infections reach epidemic status in a com- 
munity. It seems to me that the major unanswered 
question is why, after four or more months of in- 
fection, the newly growing hair is refractory to 
infection even though that hair develops and grows 
in, and emerges from, a follicle which contains a 
fragment of older hair on which are growing spores. 


Dr. Marion B. SuLzBercer, New York: It is 
superfluous for me to add my voice to the chorus 
of praise of Dr. Kligman’s paper. As you know, our 
Research Aid Committee has studied this report, 
and what I say here will simply be a repetition of 
the opinion expressed by our affirmative vote: It is 
a fine piece of work from a fine institute, and I 
congratulate all concerned. 

There are two points that I should like to discuss 
briefly. If I understood Dr. Kligman correctly, he 
alluded to a discrepancy or to a difficulty in ex- 
plaining the fact that the fungous spores live in the 
openings of the follicles, which is the precise place 
where sebum is collecting and in which the anti- 
fungal activity of the constituents of sebum would 
therefore be supposed to be the most concentrated 
and potent. Perhaps the explanation might be as 
follows: If my understanding is correct, Dr. Klig- 
man was studying either entirely or mainly the 
scalps of children at an age when there has been 
no gonadal development and hence no activation of 
sebaceous secretion. 

It is of course universely accepted that most 
sebum commences to be secreted under the influence 
of the gonads at the time of puberty, and according 
to Dr. Rothman and his school it is this postpubertal 
sebum which contains the principle biologic anti- 
fungal agents. So that, even in theory, one would 
not expect any great antifungal activity attributable 
to the small amounts of sebum in these prepubertal 
follicular openings in young children or in children 
well before the onset of adolescence. 

Of course, there is a tremendous amount of 
additional work which I am sure Dr. Kligman plans 
to do in this field, and I wonder whether some of 
it is going to include the study of what happens on 
deliberate experimental infection of adult scalps: 
Studies on the fate of the spores in the adult fol- 
licular openings when adult sebum is present and 
also studies on what happens to these spores at 


precisely the time of puberty, when the spontaneous 
cure due to maturation and to adolescence is setting 
in. 

The second question that I should like to ask 
Dr. Kligman, or rather the second point to which 
I should like to refer, is the seeming discrepancy 
between his findings in Philadelphia and the findings 
elsewhere in the world in regard to spontaneous 
healing of natural infections of young children’s 
scalps by M. audouini. I can say from personal 
experience, in Ziirich, Breslau, and New York, that, 
except in rare cases, we simply do not see ordinary 
M. audouini infections of the scalps of young chil- 
dren clear up in a few weeks or months. And ac- 
cording to reports from all over the world it is 
certainly the rule for these infections to persist if 
they are left untreated, to continue until the children 
reach adolescence and begin to develop sexually. 
In. other words, the duration of this type of scalp 
infection in young children is almost uniformly 
years, not weeks or just a couple of months. 


Dr. JAmMEs Lewis Pipkin, San Antonio, Texas: 
First, I want to congratulate Dr. Kligman on this 
very worth-while piece of work and commend him 
for his clear-cut, beautifully illustrated presentation. 
The extended manuscript, with the aid of photo- 
micrographs, clarifies and corrects many miscon- 
ceptions previously set forth regarding the patho- 
genesis of tinea capitis. 


Dr. Kligman’s concept of the host-parasite rela- 
tionship is intriguing, locating this struggle along a 
sharply defined battle line deeply situated inside 
the infected hair. The struggle remains in “splendid 
equilibrium” over long periods of time and is little 
influenced by medicaments applied to the skin. This 
is painfully brought to our attention by our poor 
treatment results with topical remedies. 

The cure of the infection rests upon upsetting this 
balanced struggle. At times, this equilibrium is 
upset by some undisclosed mechanism creating ad- 
versities for the fungus, bringing about a spon- 
taneous cure in some of the noninflammatory Micro- 
sporum infections. This spontaneous cure must at 
times also occur in some instances of Trichophyton 
infections; otherwise, in endemic areas, the inci- 
dence of such infections in adults would be much 
higher. The fate of the inflammatory varieties of 
tinea capitis is well known. The inflammatory proc- 
ess apparently quickly upsets the host-parasite equi- 
librium, and rapid cure results. 

Is it not possible that this slowly acquired upset 
is speeded up or enhanced by the effects of radia- 
tion or thallium? An epilating dose of x-ray is 
certainly not parasiticidal nor does it reduce the 
vitality of the fungus in any way, as determined 
by the in vitro studies. Could the effect of the x-ray 
or thallium alter the growth of the intrapilary 
hyphae, giving the host the advantage? The cure 
usually effected after the application of an epilating 
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dose of x-ray or thallium is probably not entirely 
due to the mechanical removal of the infected hair. 
No doubt, many fungus-infected fragments are not 
removed. Could the cure not be partly attributed 
to a change in the soil, with an upset of this “splendid 
equilibrium” either due to direct or to indirect 
action of the x-ray and/or thallium, lending ad- 
vantage to the host? 

It is an established fact that after x-ray epilation 
the scalp and new hair are generally refractory to 
further infection with the Microsporum organism. 
Dr. Kligman mentions this fact and states that this 
makes the application of fungicides unnecessary. 
Other clinicians report similar experiences in this 
regard. Lydon and co-workers, of London (Brit. 
M. J. 1:523-524, 1949), recorded nearly 100% cures 
in 103 patients in which x-ray epilation alone was 
used, and Carslaw, of Glasgow (Brit. J. Dermat. 
63: 16-20, 1951), cured all but 1 of 208 M. audouini 
infections of the scalp, using x-ray epilation without 
fungicides. Our experience would indicate that this 
acquired refractory state holds true to some degree 
in regard to the Trichophyton infections after x-ray 
epilation. 

After irradiation, apparently, this alteration or 
tissue change or upset of this equilibrium between 
host and parasite occurs very rapidly when the 
offending fungus is M. canis, somewhat more slowly 
in the case of M. audouini, and very slowly when 
the etiologic fungus is a Trichophyton, requiring 
months or years. 

Microscopic examinations of stubs and hair frag- 
ments, as well as cultural studies over long periods 
of time, after epilation with x-ray or thallium, 
reveal that in many instances, the fungus remains 
in the scalp and follicles after regrowth. In the 
case of the Microsporum infections, the fungus dis- 
appears before or soon after regrowth, but when 
one is dealing with the Trichophyton group the 
offending organism can be isolated from the scalp 
and/or the follicles over a much longer period of 
time, ranging from 3 to 6 or even 12 months. In a 
few instances, as long as two years have elapsed 
after x-ray epilation before three negative exami- 
nations (and negative cultures) were obtained; yet 
a cure resulted, and the patients show no recurrence 
over periods of 10 to 15 years. 

Just what causes the hair to be or to become 
refractory to infection, with subsequent involution 
of the infection, is unexplainable. Probably many 
factors exercise an influence, such as Dr. Kligman 
suggested—(1) an arrest of keratin production 
either through the natural process or artificially 
produced, as in the case of x-ray and thallium; (2) 
biochemical alteration of the hair protein, thereby 
influencing the nutrition of the fungus; (3) libera- 
tion of some inhibitory substance in the hair. 
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Another factor which could possibly play a part 
is alteration in the enzyme activity. Zlatarov and 
Hollé (Acta med. Acad. sc. lung. 3:331-340 (1952), 
report that enzyme activity of alkaline phosphatase 
plays an important role in the growth of hair and 
that cessation of this activity is usually accompanied 
by depilation. X-ray and thallium exert a severely 
damaging effect on the alkaline phosphatase activity 
contained in human hair. Could this be the key to 
the problem? 

Regardless of the modus operandi, rational ther- 
apy rests on a better understanding of the processes 
that take place at the point of struggle between the 
host and parasite deep in the hair. This understand- 
ing entails, first, a knowledge of the biochemical 
processes of keratin formation and, second, a better 
understanding of the nutritional requirements of the 
fungus, as well as more information on its biology. 

I wish again to thank and congratulate Dr. Klig- 
man on an excellent presentation, which I am sure 
will act as a stimulus for further investigative work 
on this problem. 
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Elastic Fibers in Ususual py, ermatoses 


LOUIS H. WINER, M.D., Beverly Hills, Calif. 
{HNL EGUUUULAUUULLAUAUATLAOGA UU LAU 


The elastic fibers of the skin are frequently 
involved in the histopathologic picture of a 
dermatosis. Since Unna’s’ first elaboration 
on the elastic fibers and their degenerated 
forms of elacin and kollastin, the elastic fibers 
have been considered as an entity. Charac- 
teristic changes in the elastic fibers have 
become classical criteria and almost path- 
ognomonic of certain skin diseases. The vari- 
ation in the chemical composition of tissues 
results in altered reaction to specific basic 
fuchsin-resorcinol stains. 

In skin, the cutis consists of collagen, retic- 
ulin, and elastic fibers. The term “collagen” 
originates from the word meaning “glue- 
forming,” which comes about on hydrolysis 
of the collagen, yielding gelatin. Fibroblasts 
laid down along certain planes of tension 
develop intracellular cystoplasmic fibrils con- 
sidered to be collagen. Maximow and Bloom ? 
believed that fibroblasts originated chiefly 
from the undifferentiated stellate mesenchy- 
mal cells lying near blood vessels and might 
also be derived from macrophages and even 
from lymphocytes. These fibroblasts deposit 
the ground substance, collagen fibrils, and 
also reticu!in. The reticulin dissociates later- 
ally into collagen, apparently forming its 
lateral border. Reticulin fibrils, and not the 
underlying matrix, are dissolved on boiling. 
The concentrated reticulin extract does not 
form gelatin on cooling. 

Some consider the originating source of 
elastic fibers as unknown. Others deny its 
presence. Elastin is not found in fibroblast 
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tissue cultures, scars, or keloids. However, 
elastic fibers have been grown in tissue cul- 


_ture expiaits from adult ligamentum nuchae 


and the aorta.* Unna* believed that elastin 
was a derivative of collagen. Normally it had 
acidophilic properties; at other times it was 
basophilic ; for this form he coined the term 
“elacin.” He used the term “kollastin” to 
designate a combination of degenerated col- 
lagen and elastin. 

Collagen provides a fiber of great mechan- 
ical strength and cohesiveness. The ground 
substance, also originating from the fibro- 
blasts, acts as a medium for transport and 
storage of water and electrolytes and it ab- 
sorbs shocks. Reticulum acts as a fine mesh- 
work surrounding and serving as a support- 
ing structure for the glands, nerves, and 
blood vessels. 

Gross’ believed that the difference be- 
tween elastic fibers and collagen fibers was 
due to the difference in distribution of polar 
amino acids. It differs from collagen in being 
yellow in its native state. Although it is re- 
sistant to boiling in water and dilute acids 
and alkalis, it is susceptible to tryptic diges- 
tion. It exhibits long-range elasticity for 
movement and rebound and has mechanical 
behavior similar to that of rubber. It is bi- 
refrigent in polarized light only when 
stretched. Elastic fibers have differences in 
staining, branching, and chemical composi- 
tion, and vary in size and smoothness of 
outline in different parts of the body. 

The elastic fibers in the skin normally form 
fine fibrillary strands and a network per- 
meating and encircling the collagenous con- 
nective tissue bundles. Normally, there are 
both fine and coarse elastic fibers in the 
cutis. Each fiber consists of numbers of 





* References 3 and 4. 
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paired intertwined fibrils from 0.2 to 1.0p 
in diameter, and of undeterminable length 
because of the extreme branching of the 
fibers. The fibers appear to consist of two 
components, the external or mucoproteinous 
part, which combines proelastin and sulfuric 
mucopolysaccharides, and an internal part 
formed by pure proelastin.t In formalin- 
fixed tissue, the leucofuchsin stain of the 
Schiff reagent fails to color elastic fibers. 
If the elastic fibers are oxidized, either with 
periodic acid or another oxidizing agent, the 
red color is assumed by the elastic fibers. 
There is a great variation in the density of 
color assumed by various elastic tissues sub- 
sequent to oxidation with periodic acid. The 
uniformity of staining of the individual fibers 
is variable, because of the variation in chem- 
istry of the fiber cortex as well as its me- 
dulla. Osmic acid causes blacking of the 
elastic fibers. 

Elastic fibers, because of their composi- 
tion, vary with age both morphologically and 
tinctorially. The young elastic fibers appear 
as water-clear, glistening, straight or anas- 
tamosing threads; old elastic fibers, even 
when found in a young person, are thin, 
frayed, fragmented strands, which at times 
are granular and tend to form clumps. Young 
elastic does not take a hematoxylin or basic 


stain unless the tissue has been fixed in phos- . 


phomolybdic acid. Old elastic fibers take up 
hematoxylin or other basic stains in variable 
amounts, Young elastic fibers take up the 
red stain of Congo red, whereas old elastic 
fibers which are frayed or fragmented are 
stained yellow or yellow-orange with Congo 
red. Young elastic fibers are mineral-free ; 
they contain no calcium and no phosphorus ; 
old elastic may have as much as 14% cal- 
cium by dry weight and still remain pliable 
because the calcium does not form a concre- 
tion. Old elastic also contains large amounts 
of phosphorus, which probably accounts for 
the staining with hematoxylin just as if it 
were fixed in phosphomolybdic acid. This 
basophilia of aging persists after decalcifica- 
tion, and it is therefore assumed most likely 
to be due to the presence of phosphate. The 
senile type of elastic can be found in any 


person over the age of 20, but in the younger 
persons this type is usually found in a very 
small quantity. The older the person the 
greater the concentration of the aberrant 
type of elastic tissue. 

Differences in the composition of elastic 
fibers of the skin from those of the liga- 
mentum nuchae were reported by Bowes 
and Kempton ° on the basis that the residues 
of the skin elastic gave different chromato- 
grams than did those from the elastic of liga- 
mentum nuchae. The chromatogram of the 
elastic of the skin more nearly resembles 
that of the reticulum tissue of lymph nodes. 
Paper chromatography of hydrolized elastin 
from the ligamentum nuchae of cattle showed 
aspartic acid as the first amino acid to ap- 
pear. It was followed at a later stage by 
glutamic acid. This simulated that seen in 
hydrolysis of mucoids and connective tissue 
proteins.’ 

Three things occur with aging of elastic: 
(1) Chemically, aspartic and glutamic acid 
are increased in amount; (2) calcium and 
phosphorus content are increased ; (3) stain- 
ing characteristics are changed. 

On electron microscopic examination, 
Gross * showed that the elastic fibrils coiled 
like a rope. He believed there were two com- 
ponents in the elastic fiber, one a heat-re- 
sistant, trypsin-resistant amorphous matrix, 
and the other a highly ordered, heat-sensi- 
tive, trypsin-resistant fibril. 

Franchi and De Robertis * repeated Gross’s 
work with sterilized and unsterilized tryspin. 
The elastic tissue digested by the unsterilized, 
unfiltered trypsin showed fine coiled fibrils. 
In sterile trypsin there were no fibrils. Bac- 
terially contaminated trypsin itself showed 
the fibrils. Pure trypsin had no hydrolytic 
effect or action on elastic fibers. They also 
reported that after bacteria are exposed to 
phage, helically coiled fibrils are recognizable 
in the electron microscope, which are almost 
identical with the reported helically coiled 
fibrils of elastic tissue. Eijkman® early 
showed that bacteria, such as Pseudomonas 
aeruginosa (Bacillus pyocyaneus), had elas- 
tic-dissolving activity. Porter *® suggested 
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nodular, 


large, 
elastic fibers, and large, irregular collagen fibers. 


Fig. 1—Werner’s syndrome: 


that the flagella of the bacteria were respon- 
sible for this coiling. 

Ayer, Hass, and Philpott‘? in electron 
micrographs showed that the elastic fibrils 
were linear, branching threads, having faint 
longitudinal striation, but no consistent trans- 
verse periodicity, or spiral arrangement. Sim- 
ilarly treated collagen showed normal peri- 
odicity, indicating that there is a difference 
between collagen and elastic. 

Wolpers * stated that there was no order- 
liness to elastic fibers on examination with 
the electron microscope. Schwarz and Dett- 
mar ‘* observed on electron microscopy that 
elastic fibers consist of a cement substance 
holding together elastic fibrils. The cement 
substance was the specific component of 
elastic tissue because it was this portion 
which assumed the elastic stain. The cement 
substance of membranous elastic was not 
stained by Weigert’s stain, but did now show 
up on chromatography. This cement sub- 
stance surrounds the elastic membrane of 
the aorta. It is a highly polymerized poly- 
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saccharide. The fibrillae, when free of ce- 
ment substance, showed a definite transverse 
periodicity. GomGri’s silver stain showed de- 
posits on the surface of elastic fibrils. Silver 
granules were deposited at the phase border, 
between the fibrillae and the cement sub- 
stance, and the transverse striations of elastic 
fibrils were obliterated. Collagen fibers 
showed different silver absorption because 
the deposit of fine silver particles makes their 
transverse striations more prominent. The 
cement substance rather than the fibrils gives 
elastic fibers its specificity because on elec- 
tron microscopy the elastic fibrils show a 
definite relationship to the fibrils of connec- 
tive tissue. 

Balo and Banga ** described the technique 
of preparing an elastolytic enzyme, called 
elastase, from defatted, powdered, pancreatic 
extract. This enzyme does not affect any- 
thing but elastin. It does not liberate amino 
acids, yet it transforms insoluble elastin, a 
fibrous protein, into a globular soluble pro- 
tein. Under the light microscope the elastic 


Fig. 2—Pseudoxanthoma elasticum: nodular, 


clumped, irregular elastic fibers. 
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smooth, stubby, 


large, 
broken elastic fibers, and large, regular collagen 
fibers. 


Fig. 3.—Scleroderma: 


fibers, when exposed to elastase, appear at 
first as helically coiled threads, which lose 
their coiling and snap into straight threads 
and uncoil. Each straight thread then un- 
coils into two helically coiled threads, and 
this process continues until beyond the reso- 
lution power of the light microscope.’* Demp- 
sey ‘’ reported that keratohyalin granules 
were digested by the elastase, suggesting a 
similarity between keratohyalin granules and 
elastic fibers. Findlay,’* using elastase, was 
able to dissolve out the elastic-like collagen 
from colloid milia, colloid changes in senile 
skin, and pseudoxanthoma elasticum. The 
enzyme which dissolved the elastin also dis- 
solved out the mucoproteins. Therefore it is 
a mucinase, as was indicated previously by 
Hall, Reed, and Tunbridge.”® 
Ferreira-Marques and van Uden *° be- 
lieved that elastosis colloidalis conglomerata, 
or colloid milium, was an elastic degeneration 
which was transformed into a colloid. They 
considered it (elacin) the end-products of 
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such diseases as senile degeneration, senile 
atrophy, cutis rhomboidalis nuchae, colloid 
degeneration of scars and granulation tissue, 
and xeroderma pigmentosum. They found a 
great increase in the number of reticulin fi- 
bers which encircled and interdigitated be- 
tween the masses of colloid degeneration. 


STUDY OF ELASTIC TISSUE IN VARIOUS 
DISEASES 


Werner's Syndrome.—In Werner’s syn- 
drome the epidermis is acanthotic and cov- 
ered by an increased, thickened stratum cor- 
neum which dips into the follicles in a ver- 
rucous manner. On the hematoxylin and 
eosin stained section the stratum corneum is 
hyperkeratotic, the stratum granulosum is 
thickened, and the rete is acanthotic. In areas 
where hyperkeratosis is not present, the epi- 
dermis is of normal thickness. The seba- 
ceous glands are atrophic. Hairs are present 
in the hair follicles. 


Fig. 4.—Balanitis xerotica obliterans (lichen 
sclerosus et atrophicus) : fine, fibrillary elastic fibers, 
and fine collagen fibers. 
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Fig. 5.—Colloid milia: large, massive, amorphous 
degenerated collagen; new, small elastic fibers, and 
large elastic fibers. 


In the papillary portion of the cutis there 
is condensation of the collagen between the 
overlying hyperkeratotic epidermis and the 
underlying numerous dilated, congested blood 
capillaries. The middle and lower cutis are 
increased in thickness by increase of connec- 
tive tissue fibers. Marked increased thick- 
ness of the entire lower cutis is prominent. 
There is no inflammatory reaction or cellular 
infiltrate in the cutis. The sweat glands and 
ducts are normal in size and shape. 

On Verhoeff’s elastic stained section, the 
elastic fibrils in the upper cutis and in the 
papillary and upper reticular cutis are of 
normal diameter and length. They are thin 
and show no tendency to fragmentation. In 
the lower cutis, where some of the collagenous 
fibers seem to be increased in size, there are 
areas of increased elastic. There is an increase 
in number of undulating elastic fibers, sur- 
rounding the larger individual fibrous cells 
as well as the fibrous fasciculi. One can also 
see irregular granular amorphous masses 


oi elastic which do not resemble fine new 
elastic formations or transformation of col- 
lagen into collastin-staining masses. No frag- 
mentation of elastic is seen. There is an in- 
crease, in both amount and elongation, of the 
elastic fiber architecture. 

On Hotchkiss-McManus stain the large 
collagen fibers in the cutis take a red stain, 
which is also taken by the epidermal cutis 
junction and the upper papillary cutis. 

Pseudoxanthoma Elasticum—In pseudo- 
xanthoma elasticum the epidermis is atrophic 
and covered by a thin layer of stratum cor- 
neum. The epidermal pegs are present. No 
adnexae are seen extending from the epi- 
dermis into the cutis. The papillary and upper 
reticular cutis show homogenization or com- 
pression of connective tissue. In this region 
there are numerous capillaries and small ves- 
sels surrounded by round-cell infiltrate. The 
upper cutis is separated from the middle and 
lower cutis by dilated lymphatic vessels and 
edematous spaces. Within the middle and 
lower cutis there are islands of basophilic 


Fig. 6.—Senile elastosis: degenerated, reticulated 
collagen fibers, and large elastic fibers. 











transformed tissue surrounded by large ir- 
regular masses of collagen. Dilated small cap- 
illaries are present, but no endothelial pro- 
liferation or perivascular infiltrate is seen 
Sweat glands supported by normal connec- 
tive tissue are seen below this altered cutis. 

On Verhoeff’s elastic stain of the section, 
one observes that the papillary cutis contains 
fine fibrils or normal-appearing elastic. In 
the middle and lower cutis, where islands of 
degenerated collagen were observed on the 
hematoxylin and eosin stained sections, are 
irregular, curlicued granular masses of elas- 
tic-staining tissue resting within homogenous 
eosinophilic collagen. These irregular, gran- 
ular curlicues seem to be connected by fibrils 
of normal-appearing elastic tissue. The con- 
nective fibrils are smooth and dark black. 
The irregular masses stain purple and have 
granular beaded borders. 


Morphea.—In morphea, on the hematoxy- 
lin and eosin stained section, the epidermis 
is atrophic and covered by a slight band of 
stratum corneum. The epidermal pegs are 
flattened and almost completely obliterated. 
The papillary cutis is homogenized and con- 
tains large dilated capillaries. In the reticular 
cutis, the collagen fibers are uniformly en- 
larged in size. One can see smooth muscle in 
areds. These erectores pilorum muscles are 
present, but the follicles have disappeared 
through atrophy. In the middle and lower 
cutis the collagen fibers are increased in num- 
ber-as well as in size. The sweat glands are 
small and atrophic. The blood vessels within 
the involved area are compressed, and show 
intense intimal proliferation. There is a slight 
cellular infiltrate around the blood vessels 
and sweat glands. The cutis is increased in 
thickness. 

On elastic stained section, it is observed 
that the elastic fibers are present in the entire 
cutis. The superficial fibers in the pars papil- 
laris are thin. Those seen deeper in the cutis 
are coarse. Everywhere in the section one 
observes fragmentation of the elastic fibers. 
The elastic fibers stain dark biack and show 
no transformation or diminution of amount. 
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Balanitis Xerotica Obliterans.—In balan- 
itis xerotica obliterans the epidermis is 
atrophic, and the stratum corneum is rela- 
tively hyperkeratotic. In areas the follicles 
appear to have hyperkeratotic plugs. The 
upper cutis is practically a syncytium con- 
taining few dilated capillaries in a very faintly 
eosinophilic cutis. Beneath this homogenized 
area is an irregular zone of round-cell in- 
filtrate consisting of lymphocytes and plasma 
cells. On Verhoeff’s stain, balanitis xerotica 
obliterans shows no elastic fibers in the 
homogenized zone of the papillary and upper 
reticular cutis. In the lower cutis elastic fi- 
brils are seen, which are extremely fine and 
branched, and take a bluish color. They are 
reduced in thickness. In the deeper cutis they 
become thicker in character, but they retain 
their normal course, waviness, and length. 
They are not fragmented or granular. In the 
cutis just beneath the zone of homogenization 
these elastic fibrils are faint and barely vis- 
ible. 


Colloid Milia—The section of a colloid 
milium stained with hematoxylin and eosin 
shows the epidermis is atrophic. The epider- 
mal pegs are compressed between globular 
eosinophilic masses. These masses cause com- 
pression, atrophy of the upper follicle, and 
dilatation of the lower follicle wall. The seba- 
ceous glands are also atrophic. Very slight 
inflammatory reaction of a cellular nature is 
seen in the section. The degenerated eosin- 
ophilic anuclear masses were seen to contain 
within them sparse, bright-red-stained nu- 
cleated individual collagen fibrils. There is a 
slight band of normal collagen between the 
epidermis and the globular masses. The lower 
cutis contains normal collagen as well as hair 
follicles and sebaceous glands. The underly- 
ing subcutaneous fat is normal. 

On elastic stain the pinkish globular masses 
assume a purplish pastel shade and are seen 
to enclose normal-staining degenerated col- 
lagen fibers within their centers. There are 
also within these colloid masses purplish 
clumps of elastic fibrils of coarse nature with 
sharp borders and numerous branchings and 
twistings. The elastic fibers in the overlying 
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cutis and in the perifollicular areas are pres- 
ent and of fine nature. Below the degenerated 
masses one sees a normal elastic texture, in 
that the fibrils are long, continuous, normal 
in amount, and show no degeneration. They 
encircle the normal fasciculi of connective 
tissue in the cutis. 


On mucin stain (thionine) the globules of 
degenerated amorphous syncytial tissue stain 
pale blue. Within the center of these pale 
blue masses are nests of fibrillary tissue 
staining more deeply bluish-red. These corre- 
spond to the elastic fibers seen in the degen- 
erated globules on elastic: stain. 


The Hotchkiss-McManus stain colors 
these globular masses in the papillary cutis 
bright red. On higher power examination 
these globular masses are seen to be com- 
posed of interwoven connective tissue fibers. 
In some areas they are compressed and ap- 
pear amorphous, granular, bright-red-stain- 
ing masses adjacent to pinkish, lighter-stain- 
ing masses. These masses are bordered by 
bluish-staining fibers. These blue-staining 
fibers become more numerous in the middle 
and lower cutis, and the red-staining por- 
tions become smaller in amount and assume 
a wavy course corresponding to that of nor- 
mal connective tissue. In the lower cutis the 
red-staining portions of the fibers are very 
slight in amount, and the blue-staining con- 
nective tissue is in great preponderance. 

Senile Elastosis—In the section of skin 
of senile elastosis, on hematoxylin and 
eosin stain the epidermis and the papillary 
cutis appear normal. The upper reticular 
and midreticular cutis show basophilic de- 
generation of the fibrils with twisting and 
fragmentation. The blood vessels in this zone 
are dilated, and the connective tissue is com- 
posed of an amorphous portion around which 
one can see in wavy arrangement fibers ap- 
pearing to be elastic in nature. The lower 
cutis and sweat glands, as well as subcutane- 
ous fat, appear normal under hematoxylin 
and eosin staining. No infiltrate is evident. 
Deep in the subcutaneous fat an artery is 
seen in which there is intense thickening of 
the arterial walls, especially of the connective 


tissue and muscularis. There is also a definite 
cellular invasion into the media. Below the 
basophilic degeneration of the midcutis, one 
can see fatty metamorphosis of tissue which 
leaves clear spaces on the hematoxylin and 
eosin stained section. This zone of the fatty 
metamorphosis, or clear area, can be seen to 
extend across the entire width of the sec- 
tion. It is more prominent in the recent sec- 
tions than in the sections taken five years 
earlier. 


On Verhoeft’s elastic stain, one observes 
that the degenerated zone in the upper reticu- 
lar cutis is composed of amorphous, round 
reddish-blue-staining masses as well as black- 
staining fibrils which are twisted and bent 
into multiform patterns, tending to form ir- 
regular, wavy outlines. In this degenerated 
zone, there are also light-staining blue fibers 
assuming the wavy outline. In the midst of 
this degenerated tissue are clear spaces which 
appear to have contained fat. Beneath this 
degenerated zone the elastic fibers appear 
short, stubby, granular, and fragmented, al- 
though definitely increased. in number. No 
cellular infiltrate is seen. In the section taken 
five years earlier, the elastic stain shows 
more blue-degenerated collagen in the upper 
reticular cutis. The elastic fibers in the cutis 
are longer and narrower and they are also 
increased in amount, and irrégular clumps 
and masses of elastic are seen. The fat spaces 
are again seen here. In the section taken five 
years earlier, the clear spaces appear more 
numerous than in the more recent section, 
and the elastic fibers appear to have greater 
length. The degenerated tissue in the upper 
reticular cutis, however, assumes a bluish 
pigmentation rather than the dark black of 
normal elastic. 

With mucin stain (thionine) this degener- 
ated zone assumes a reddish-blue color much 
darker than the adjacent, normal, faintly 
staining blue connective tissue. It appears, 
under high power, that this zone is composed 
of mucin-containing reticulated spaces inter- 
mingling with connective tissue fibrils. It def- 
initely assumes the mucin stain. 
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On Hotchkiss-McManus or periodic acid- 
Schiff reagent, this degenerated zone in the 
cutis assumes a definitely bright red stain. 
This bright-red-staining substance is seen 
to be arranged in bands and composed of 
fine granular, red-staining material. These 
bands, which seem to be lying free, do not 
vary in consistency from their center to their 
borders. Bundles of these bands are sur- 
rounded by bluish-staining fibrils of nor- 
mal connective tissue. The large, clear spaces 
assume no stain at all. The midcutis con- 
tains red, granular masses and bluish-stain- 
ing fibrils in about equal numbers. Very few 
of these red-staining masses are seen in the 
vessel walls, where the connective tissue 
stains bluish with Hotchkiss-McManus stain 
and the muscles assume a bright purple stain. 
Muscle fibers are differentiated from the de- 
generated red collagen masses by the fact 
that muscle fiber has a double refractile sharp 
border. 

COMMENT 


The elastic fiber is a major fibrous element 
of connective tissue. The cellular source of 
elastic fibers is unknown. The physical char- 
acteristics and the chemical components are 
different from those of other connective tis- 
sue fibers. In tissue culture elastic fibers are 
produced only by tissues which contain them 
in vivo. Elastic may be a derivative of ma- 
ture or primary collagen. Rarely does it re- 
produce itself in vivo. When its production 
ceases in infancy, new connective tissue is 
rarely able to produce it. 

The elastic fibers have a specific affinity 
to basic fuchsin-resorcinol stain because of 
the composition of their cement substance. 

Differences in chemical composition rather 
than mineral content determine the staining 
characteristics of elastic fibers. It is evident 
on mucin staining with toluidine blue that the 
degree of polymerization determines the 
color—blue being absorbed by alpha, a 
monomer, violet by beta, a diamer, and red 
by gamma, a polymer of the mucopoly- 
saccharides. Mucin is a combination of diam- 
ers and polymers. The color assumed is in- 
dicative of the degree of polymerization. Me- 
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tachromasia is a combination of the beta and . 
gamma polymers of mucopolysaccharides of 
degenerated collagen. 

Polymerization of the mucopolysaccharides 
of the collagen as a result of trauma, infec- 
tion, or metabolic status, can cause it to as- 
sume the basic fuchsin-resorcinol stain much 
after the manner of elastic fibers. If to a 
solution of hydrolized collagen leucofuchsin 
is added, there is an intensely positive Schiff 
reaction and the solution becomes bright red. 
If the hydrolized solution is allowed to evapo- 
rate, the precipitated fibrils assume a strong 
elastic stain with Verhoeff’s basic fuchsin 
and resorcinol. The dried collagen reacts to 
a typical elastic stain and yet when exposed 
to elastase the fibrils remain intact.” 

The same phenomenon is observed in 
Werner’s syndrome and in elastosis. The 
tissue involved is not elastic nor is it modi- 
fied elastic. It is modified collagen. Collagen 
can be modified to give all the physical reac- 
tions of elastic, and therefore Tunbridge + 
believed there was no such thing as elastic 
but that it was a form of collagen. This con- 
fusion has been supported by the variable 
descriptions reported in the electron micro- 
scopic studies by investigators on tissue rich 
in supposed elastic fibers. 

Dempsey reported that the keratohyalin 
granules of the stratum granulosum were dis- 
solved by elastase. It may therefore be as- 
sumed that there is some similarity in chem- 
istry of keratohyalin and the mucopoly- 
saccharides of elastic tissue and the polymer- 
ized polysaccharides of collagen. 


Basophilic degenerated collagen is demon- 
strated when staining for mucin with thionine 
or toluidine blue. Another important point 
in determining the presence of elastic fibers 
is the age of the stain. Elastic stain older 
than six weeks stains not only elastic but 
also collagen and mucin. 

Normal physiologic aging also changes the 
elastic fibrils. In aging of elastic there is an 
increase in glutamic and aspartic acid as com- 
pared to young elastic fibers. This can ac- 
count for changes observed in disease rela- 





+ Tunbridge, cited by Dempsey.?? 
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tive to the age of the patient. A skin biopsy 
to determine the status of dermal elastic tis- 
sue may, through finer histiochemical studies, 
become an indicator of coronary artery scler- 
osis or generalized arteriosclerosis. 

The pathologic increase of collagen in scar 
formation, keloid, and fibroma is associated 
with a disappearance of elastic. In inflam- 
matory edema, such as erysipelas or other 
infections, excessive tissue fluids affect elas- 
tic more than the collagen. Both collagen and 
elastic are seen to disappear when there is a 
plasma cell or round cell infiltrate, while in 
epithelioma they are retained. 

In amyloidosis, a metabolic deficiency, as 
a result of flooding the body with noncaty- 
lizable protein, a homogenous substance re- 
places the papillary bodies, and the elastic 
tissue disappears. Chemically the amyloid is 
a hyaline, transparent, homogenous protein, 
with a high tyrosine content. Degeneration 
of elastic is associated with calcium deposits 
in pseudoxanthoma elasticum and _ sclero- 
derma. 

SUMMARY AND CONCLUSIONS 


Comparative studies on localized sclero- 
derma and balanitis xerotica obliterans 
(lichen sclerosis) showed them to be differ- 
ent types of elastic degeneration. 

Colloid milium is a massive degeneration 
of collagen within which are bunches of fine 
elastic fibers. This degenerated collagen is 
Hotchkiss-McManus stain positive. 

Senile elastosis differs from colloid milium 
morphologically and tinctorially. Senile elas- 
tosis has a reticulated pattern, yet it aiso 
takes the Hotchkiss-McManus stain and is 
assumed to be a degenerated collagen. Colloid 
milium is amorphous in character when 
stained by Hotchkiss-McManus stain. 

The elastic in Werner’s syndrome is in- 
creased, and, although it does not have the 
curlicue conglomeration seen in pseudoxan- 
thoma elasticum, it does have the nodularity 
of the elastic fiber borders. Both conditions 
are hereditary dermatoses in which the elastic 
is increased and there are increased calcium 
deposits demonstrable by Von Kossa’s stain 
and/or microincineration. On Hotchkiss-Mc- 


Manus stain the collagen of Werner’s syn- 
drome is seen to resemble the collagen of 
senile elastosis (progeria). 

Elastic stains are an aid to the differential 
diagnosis of skin disease in that they show 
morphological variants for the separate dis- 
eases. 


Collagen changes may become demon- 
strable on elastic stain. 


The Hotchkiss-McManus stain demon- 
strates degenerated collagen in conditions in 
which there is polymerization of mucopoly- 
saccharide. 


Mucin stains correspond with the Hotch- 
kiss-McManus stain. 


9915 Santa Monica Blvd. 


Tissues were stained by Miss Avis Gregersen. 
Aid in photomicrography was given by William 
L. M. Martinsen. 
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SPONTANEOUS EPILATION FOLLOWING USE OF ASTEROL FOR 
MICROSPORUM AUDOUINI INFECTION OF SCALP 


R. J. ROWE, M.D. 
and 
J. R. HEERSMA, M.D., Marshfield, Wis. 


Fe UTR UA 


A 9-year-old boy: was first seen at the Marsh- 
field Clinic on Sept. 30, 1953, with superficial fungus 
infection of the scalp. Under Wood’s light examina- 
tion most of. the scalp was covered with fluorescent 
hair. Microsporum audouini was cultured from 
infected hairs. The entire scalp was treated with 
2-dimethylamino - 6 - (8-diethylaminoethoxy) -benzo- 
thiazole (Asterol) dihydrochloride solution twice 
daily and Asterol. ointment each evening. On the 
child’s third visit, Oct. 20, his mother stated that 
he was normally a good student but that he was 
now beginning to fail in school and seemed to be 
very tense. Examination revealed “twitching move- 
ments of the face but no other pertinent. physical 
findings. Asterol was stopped, and 3% ammoniated 
mercury was applied to the scalp two times daily. 
On Oct. 27, the fibrillary movements of facial 
muscles were still noted. During the next few weeks 
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the child recovered from the neurologic disturb- 
ances. He returned on Nov. 3, and his mother stated 
that his hair had started to fall out on Oct. 29. 
Examination revealed the hair to be coming out 
over most of the scalp. The hair on the back of the 
neck and the eyebrows was firmly attached. When 
the patient was seen on Nov. 17, there was nearly 
complete epilation of his scalp. His eyebrows were 
firmly attached, and fine lanugo hair covered the 
scalp. From ‘this time on his hair returned rapidly. 
Scattered infected hairs continued to appear in spite 
of therapy until May 22, 1954. After this date his 
scalp was negative under Wood’s light examination 
on three successive occasions. No spores could be 
found on examination of a selected hair under the 
microscope, 
SUMMARY 

A 9-year-old boy. being. treated with 2-dimethyl- 
amino-6 - (8-diethylaminoethoxy) - benzothiazole 
(Asterol) ‘dihydrochloride solution and ointment 
for- M. audouini infection of the scalp began to 
show signs of neurotoxicity in less than 20 days 
after therapy was prescribed. Within about 29 days 
his hair began to fall out, and epilation was nearly 
complete within 48 days. The child gradually 
recovered from the neurologic abnormalities, and 
his hair returned normally. 



































Discrete iy eee ae agi over the Kaaekle ae 


Finger Apbiculations 


WILLIAM J. MORGINSON, M.D., Salt Lake City 
HULU HULU 


Circumscribed thickening of the skin over 
the metacarpophalangeal and interphalangeal 
articulations was first described by Garrod, 
who reported 3 cases in 1893 and 12 cases 
in 1904.? Since then, infrequent references 
have appeared in dermatologic literature and 
this entity is discussed in only one available 
textbook on dermatology.’ The affliction is 
probably not unusual but has lacked attention 
because it is rarely a presenting complaint 
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by the patient and escapes notice in routine 
dermatologic examinations. This article will 
present 30 patients manifesting this derma- 
tosis and will primarily discuss etiologic 
factors. 

Unfortunately, in the literature, thicken- 
ings over the finger and knuckle articulations 
have been called “knuckle pads,” giving the 
impression that only the knuckles are in- 
volved. This is not true, as will be shown, 
because many appear over the finger joints ; 
in fact, the proximal phalangeal joints are 
most frequently involved. A more accurate 
clinical and pathologic name for these par- 
ticularly located skin thickenings seems to 
be “discrete keratodermas,” as suggested by 
Wise and Sulzberger * in directing attention 
to Jeffery Michael’s report on keratoder- 
mas.° 

In their early formation the lesions are 
barely perceptible, but they increase in size, 
varying in diameter from 0.5 cm. to 1.5 cm., 


Fig. 1.—Discrete keratodermas over knuckle articulations. 
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TABLE 1.—Location of Cutaneous Pads 








No. of 
Location Patients 

Knuckle joints Only..........ceccecseccccccccecs 2 

Proximal phalangeal joints only.............+. 14 

Distal phalangeal joints only............s.see0+ 0 

Knuckle and proximal phalangeal joints...... 12 
Knuckle, proximal, and distal phalangeal 
SORES 555 sk bas i'n on decbdh bun Kebbepane ab Eseade goes 

Proximal and distal phalangeal joints........ 1 

TOON civic veh eidveneuers tas sek snes 063s 69 30 

Involvement over thumb joints..............-- 19 

No involvement over thumb joints............ ll 

DOCH, vcssc di cevnn cage brersattinkcagedcuwss 30 





and in thickness to an estimated 0.5 cm. They 
reach a maximum size, become prominent 
lesions, and apparently do not regress. They 
are always limited to the rugose skin over 
the joints; the smaller lesions may be sit- 
uated on either or both sides of the areas 
with the central skin normal, or the thick- 
enings may start in the center of the areas 
and extend peripherally. The lesions may be 
flat or slightly dome-shaped ; they vary from 
normal skin color to dull gray, and never 
appear reddened or inflamed. Their surfaces 
appear slightly roughened and sometimes 
show minute pits, but no scales. They are 
always dry and at no period in their develop- 
ment present vesicies or pustules. Subjective 
symptoms are absent or extremely minimal, 
sometimes slight tenderness on pressure and 
sometimes a sensation of hard plaques in 
the skin: 

Fourteen patients showed involvement 
limited to the proximal interphalangeal 
joints, and only two involvement limited 
to the knuckles. In two patients pads were 
observed over the distal phalangeal joints 
in combination with other locations. The 
thumbs of 19 patients, in addition to other 
areas, presented pads, and 11 patients showed 
no pads on their thumbs. Only one patient 
had lesions over all articulations. There were 
no lesions located on the toes. 

Our group of 30 patients showed an age 
variation between 5 years and 65 years with 
the greatest incidence, in the fourth, fifth, 
and sixth decades. However, none of the 
patients could give their age at onset of the 
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lesions, as the onset is insidious, without 
subjective symptoms, and the majority did 
not even realize the presence of the lesions 
until their attention was directed to them. 
Eight females and 22 males were represented. 

There was a great variation in occupa- 
tions, with seven office clerks, five students, 
and five laborers predominating. All denied 
trauma as a possible causative factor in spite 
of careful questioning. The family history 
of each patient was entirely negative for 
similar lesions, with the possible exception 
of one son, who was not available for obser- 
vation. 

A possible explanation for the true nature 
of these skin thickenings was suggested when 
consideration was given to the concomitant 
dermatoses presented by these patients. Skin 
changes consisting of increased thickening, 
perifollicular hyperkeratosis, and fine scaling 
in roughly circumscribed areas of various 
sizes were observed on the elbows and ad- 
jacent posterior surfaces of the forearms in 
23 patientss-18 men and 5 women. Fifteen 
patients had seborrheic dermatitis with some 
showing extensive involvement—scalp, ears, 
eyebrows, nasolabial folds, axillae, chest, 
pubis, etc. Moderate to severe glossitis, 
usually consisting of smoothness at the edges 
and over the dorsum of the tongue, glisten- 
ing, and paleness, was observed in 13 pa- 
tients. Five patients presented areas of ec- 
zematoid dermatitis and folliculitis, and four 
typical psoriasis. There were seven cases of 
hyperkeratosis, keratodermas, and fissuring 
of varying degree involving the palms and 
soles. Only one patient showed undisputed, 
extensive calluses of his palms and the pal- 
mar surfaces of his fingers. Patches of lichen 


TABLE 2—Age and Sex Variation in Thirty 














Patients 
Sex 
A | 
Males............. 22 Females........... 8 
Age 
ae! a 
Decade No Decade No 
DIO eacieateses 2 Ps | SARS pe orang 9 
TODO ican sin saicis 2 61-G0.....0ceceeeeee 6 
bs en Pre | 3 GET eiinckess boca 3 
dO se ake siiaeess 5 
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Tas.e 3.—Variation in Occupations in Thirty 








Patients 

Occupations : No. 
ATOR Cte co.cc cceccceccccetesscnvecsasesenesccce 2 
ABULOFMEYS cocci cccccdcccccccececscccesccccecnseses 1 
Elevator Operators .........cceseeeeeceeceecseees 1 
HOUSCWIVES 2... nce ceecscececnsecnseceeerseseesers 3 
ACCOUNTANES .......ccccvcccccccscvedcoccresecenes 2 
Office Clerks. ......ccccccccccccccsccescseseccvevess 7 
LADOFEIS 2. ccc cc cvevcccccscccccsccccceecsscceveees 5 
GURRRIRE Di iis oie Ska haSceid nus onsen ooees wes cen dtcw an 5 
Store ClrKSG .......cccecscccccscscccncvccscesseess 1 
Photographers .........sceccecccvevccssevcesseees 1 
TPORCNETS oo. cc ccc cccsecccscccvcsescccecsccceveveces 2 





simplex chronicus occurred in five patients. 
About half the patients complained of mod- 
erately dry skin, which is probably consistent 
with the average age of this group and the 
dry climate in Utah. Histories were negative 
for ichthyosis, and only one child showed 
mild xeroderma. Two patients had rheuma- 
toid arthritis, two vitiligo, three verrucae 
vulgaris, one seborrheic keratosis, two tinea 
pedis, and three acne vulgaris. There was 
one case of keratitis pilaris. No patient had 
discrete keratodermas alone, as all showed 
one or more varieties of concomitant derma- 
toses. It may be significant that none of this 
group presented concomitant dermatoses that 
have vesicles as their primary lesions. Dis- 
crete keratodermas could usually be antici- 
pated in patients presenting this group of 


TasLeE 4.—Concomitant Dermatoses in Thirty 
Patients with Keratodermas 








Dermatoses No. 
Elbow involvement (M-18; F-5)............s005 23 
MEROIOE TONGA 5 cde oo chk dee eds da vicccs vadiasehenscecs 18 


Lichen simplex chronicus....................0+0+ 
Eczematoid dermatitis .................00e.e00e 
ROOUIMONE oe ckN bah kakise che coeb ude beasboseades 
pS O EAA pat beet Oar rane app ema 
Verrucae vulgaris .............ccceecceecceeeeeee 
Rheumatoid arthritis .................00ecceeeee 
AID Nic edb hb ck vebdteuce shied veecdsavep eases 
Photosensitivity ..........cccccceesccccccceecces 
Dermatitis venenata ............00ececeecceeeees 
Calluses, palms and fingers.............6...0005 
Dry dermatitis, dorsal surfaces of hands..... 
OOD, Be iukc cack dnswncccs cohecschacsevedas 
Seborrheic keratoses ..............0ecccceeeeeees 
Keratitis pilaris .............0ccccseeecceecceeees 
Cheilosis 


POOR e eee reese eee ae rere reeeseeeeeeeeene® 


Pt et et et OD OD CO wm OO Ot ne 
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dermatoses and in a surprising number of 
instances they were observed when antici- 
pated. There was even a suggestion of a 
syndrome consisting of discrete keratoder- 
mas over the knuckle and finger articulations, 
eczematoid dermatitis of the elbows, and a 
tendency to seborrheic dermatitis and glos- 
sitis. 
HISTOPATHOLOGY 

It will be observed that discrete keratoder- 

mas and the concomitant dermatoses pre- 





Tig. 2—The essential histopathology of discrete 
keratodermas is epidermal hyperplasia with ex- 
tensive hyperkeratosis and increased thickening of 
the granular layer and moderate to distinct acan- 
thosis. The papillae are elongated and show mild 
dilatation of the blood vessels. The dermis is es- 
sentially normal except for scant perivascular 
round-cell infiltration and shows no fibrosis. 


sented by this group of patients essentially 
involve hyperkeratinization. This process is 
apparently not hereditary but constitutes an 
underlying characteristic of the skin predis- 
posing it to dermatoses which consist of hy- 
perplasia of the epidermis, particularly hy- 
perkeratosis and acanthosis. Various factors 
probably induce essential changes in the skin 
conducive to hyperkeratinization, which is 
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then. augmented by additional contributary 
stimulation. Trauma, as repeated pressure on 
the elbows, repeated scratching of the areas 
of lichen simplex chronicus, and stretching 
and tension of the skin over the knuckle and 
finger joints in flexion of the fingers and 
knuckles (the toes are seldom flexed and are 
not involved), seem prominent. Possible 
bacterial, chemical, and metabolic stimula- 
tion of hyperkeratinization in seborrheic der- 
matitis, psoriasis, hyperkeratoses, and kera- 
todermas of the palms and soles, etc., are 
interesting speculations. 


TABLE 5.—Plasma Carotene and Vitamin A 








Determinations 
Patient Carotene Vit. A 
No. Sex Age 1/100 Ce. 1/100 Ce. 
Wiibeken pete tes M 40 99.0 23.5 
Bivadeswcss sures M 51 88.6 29.4 
Mitesvarinnevesee F 60 91.5 39.7 
Gis tae caves geen M 24 81.3 46.1 
Binckaseooedeccce M 54 68.9 53.3 
| eT re F 48 71.2 32.3 
Vukhibavaccass wax F 41 100.2 34.8 
Ge casas vases M 28 73.3 33.8 
DiiKakdeug vague s M 46 78.4 45.1 
Wess chavensoees’ F 65 47.9 28.4 
Bh biek iuheviieess F 30 63.2 23.5 
Riicteds cieceenase M 37 47.9 30.9 
POR iaayaketes M 46 81.3 36.3 
RES céicns cmstavass M 23 56.3 30.4 
WR tice is sodw ena M 39 56.6 35.8 
OMG Ricci F 30 49.4 * 87.7 
8 Se ean oe Oy M 39 53.0 44.1 
Cont. 8........%.. F 47 82.8 34.3 
CON Beis sass F 20 85.7 23.0 
OOM, Bicias Fives M 53 54.5 20.1 





The first possibility which presents itself 
as a causative factor in this tendency to hy- 
perkeratinization is a disturbance in vitamin 
A metabolism. None of these patients showed 
clinical evidence of disturbance in dark ab- 
sorption or night blindness, xerophthalmia, 
keratomalacia, xerosis of the conjunctiva, 
pityriasis rubra pilaris, etc., but they did 
present grayness, roughness, and desquama- 
tion over the extensor surfaces of the fore- 
arms, perifollicular hyperkeratosis, keratitis 
pilaris, tendency to seborrheic eczematoid 
dermatitis, and dryness of the skin. Discrete 
papules, mild xeroderma, and sharply de- 
marcated, round or polygonal plaques up to 
1 cm. in diameter are described as manifesta- 
tions of vitamin A deficiency.® 


352 


PROCEDURE USED FOR DETERMINING PLASMA 
CAROTENE AND VITAMIN A LEVELS * 


Vitamin A and carotene may be readily extracted 
from plasma by various fat solvents. In this ex- 
tracted form both the vitamin and its precursor 
react with antimony trichloride to produce a blue 
color which is stable for 30 seconds. In order to 
estimate vitamin A and carotene individually, caro- 
tene may first be measured by an independent 
means; then it is possible to calculate the amount of 
the blue color which is due to carotene. The re- 
mainder of the color when plasma extracts are . 
mixed with antimony trichloride is assumed to be 
due to vitamin A. 

Extraction—Three milliliters of plasma is pip- 
etted into a 100 ml. centrifuge tube; 3 ml. of 95% 
ethanol is added, and the contents of the tube mixed 
by tapping; 15 ml. of petroleum ether is added. The 
tube is stoppered tightly and shaken for 10 minutes. 
After shaking, the stoppered tube is centrifuged for 
about 10 minutes. 

Carotene Determination.—Exactly 10 ml. of the 
petroleum ether extract is carefully transferred to 
a 24 mm. colorimeter tube. The yellow color is 
compared with a petroleum ether blank in the 
Coleman spectrophotometer at 440 u. The carotene 
content can now be calculated with aid of a calibra- 
tion chart or by the following formula: 

22 X optical density at 440 4-carotene in micro- 
gram tube. 

Vitamin A and Carotene Determination.—The 
petroleum ether extract is evaporated to dryness by 
placing the tube in a 40 to 50 C. water bath and 
running a stream of nitrogen over it; 3.0 ml. of 
chloroform is added to bring the extract into solu- 
tion and 1 drop of acetic anhydride is added; 5 ml. 
of antimony trichloride solution is added, and the 
color is estimated in exactly 30 seconds at 620 » 
using the special 5 ml. (24 mm.) cuvettes. Calcula- 
tion of vitamin A can be made as follows: 

Deo (Total) —0.34 xX Duso= Deo due to vita- 
min A. 

De» (Vitamin A) X 10= vitamin A in micro- 
grams per tube. Report carotene and vitamin values 
in micrograms per 100 ml. of plasma. 


Plasma carotene and vitamin A determina- 
tions were run on 15 of these patients and 
on 5 controls. All determinations were 
within normal limits. Cornbleet, Popper, 
and Steigmann conclude there is little evi- 
dence that dermatologic conditions influence 
or are influenced by vitamin A plasma levels.’ 
They could not prove evidence of relationship 





* Determinations performed in pediatric labora- 
tory, Miss Mary O’Brien, technician. 























KERATODERMAS OVER KNUCKLE AND FINGER ARTICULATIONS 


between blood vitamin A levels and sus- 
pected vitamin A deficiency diseases. How- 
ever, many authors consider that clinical 
hypovitaminosis A may exist without actual 
deficient ingestion and lowering of vitamin 
A levels. Relative hypovitaminosis may re- 
sult from faulty digestion, absorption, trans- 
portation, deposit, and utilization of vitamin 
A, a dysvitaminosis,* producing subclinical 
hypovitaminosis resulting in many skin dis- 
eases of obscure origin.1° Also, low intake, 
insufficient conversion of carotene, reduced 
capacity for liver storage, faulty release 
mechanism, and increased destruction may 
be factors detracting from proper utilization 
of vitamin A.‘* These preavitaminosis states 
may furnish a soil for the development of 
dermatologic and other disease processes.’ 
The mechanism of vitamin A benefit is not 
known, but it apparently lies in its ability to 
modify processes of keratinization aiding in 
the production of a softer and more pliable 
horny substance. The dermatoses produced 
by dysvitaminosis cannot be called vitamin A 
deficiencies in the ordinary sense but may be 
the result of some other mechanism, as a 
particularly high individual requirement for 
vitamin A by the skin or perhaps only cer- 
tain structures of the skin and its appen- 
dages.** 
CONCLUSIONS 


The designation “knuckle pads” may be 
more accurately described as “discrete kera- 
todermas over the knuckle and finger articu- 
lations.” 

Discrete keratodermas are one manifesta- 
tion of a group of skin lesions which are pri- 
marily caused by an underlying potentiality 
to hyperkeratinization and secondarily acti- 
vated by various causes. 

Discrete keratodermas, in association with 
concomitant dermatoses, may be the result 
of subclinical dysfunctions in the metabolism 
of vitamin A, possibly in association with 
dysfunctions of other vitamins and metabolic 
processes. 





* References 8 and 9. 


A syndrome is suggested consisting of dis- 
crete keratodermas over the knuckle and 
finger articulations, eczematoid dermatitis of 
the elbows, a tendency to seborrheic derma- 
titis and glossitis. 


141. E. Second S. (1). 
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Psychosomatic Dermatology ome 400 WB. C 


WILLIAM B. GUY, M.D., Pittsburgh 


HNNUHUIIUUUURUAERELHL LENT 


With apologies to Allison,’ a paraphrase 
of the title to his article is used to introduce 
an example of humanism in medicine which 
was gleaned from the Bible. 

The practice of medicine in Old Testament 
times was largely an ecclesiastical function. 
Ancient Hebrew priests were the physicians 
of the day. Illness was considered to be the 
result of derangement of the soul, due to 
past iniquities or to possession by demons. 
Not only health, but good fortune generally, 
was considered a token of righteousness. 

This proposition is questioned many times 
in the Old Testament,: however. It is most 
profoundly challenged in the book of Job. 
There the reason for human suffering, why 
afflictions fasten not only on the guilty but 
also on the innocent, is treated in a most 
brilliant manner. Because the principal per- 
son in the book, Job, is beset, among other 
things, by a skin disease, the story is of in- 
terest to dermatologists, particularly those 
who are psychosomatically oriented. 


It is agreed by most Bible students that 
the book of Job is largely fictional, that it 
is written as religious drama. Ancient Jew- 
ish scholars considered the story strictly his- 
torical. Later opinion has indicated that it 
was a tradition freely adapted to discuss a 
problem pressing with special weight upon 
men’s minds at the time. The writer is un- 
known, but it belongs to the great class of 
anonymous masterpieces of which the litera- 
ture of all languages contains examples. 





The Biblical background for this article has been 
freely borrowed from the one-volume “Commentary 
on the Holy Bible,” edited by the Rev. J. R. Dum- 
melow, Queens’ College, Cambridge, published by 
The Macmillan Company, New York, 1947. 
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The story concerns an Eastern chieftain 
called Job. He is a pious man and very pros- 
perous. He has a large family, possesses 
immense herds of camels, oxen, asses, and 
sheep. He is as good as he is great. 


In these circumstances, a scene is opened 
in heaven. Satan suggests to God that Job’s 
piety is dependent on his prosperity, that his 
religion is based on mere selfishness, and, if 
God were to withhold his blessings, Job 
would cease his worship and “curse God to 
his face.” God gives Satan permission to 
test Job in this. From the height of his pros- 
perity and happiness Job is suddenly plunged 
into the depths of misery. He loses all his 
property, and his children are cut off by 
violent death: Job is profoundly grieved, but 
he submits to the will of God. 


In a second heavenly council Satan asserts 
that the test has not been severe enough and 
asks for permission to afflict Job’s person. 
The Lord says to Satan: “Have you con- 
sidered my servant Job, that there is none 
like him on the earth, a blameless and upright 
man, who fears God and turns away from 
evil? He still holds fast his integrity, al- 
though you moved me against him, to de- 
stroy him without cause.” Then Satan an- 
swers the Lord, “Skin for skin! All that a 
man has he will give for his life. But put 
forth thy hand now, and touch his bone and 
flesh, and he will curse thee to thy face.” 
And the Lord says to Satan, “Behold, he is 
in your power; only spare his life.” 

Job is smitten by a severe and loathsome 
skin disease, which makes him an outcast and 
an object of abhorrence to all. The exact 
nature of the dermatologic disorder is ob- 
scure, That it was pruritic is attested to by 
the fact that he used a piece of crockery to 
scratch himself. He withdraws from society, 
probably in keeping with segregation prac- 
tices of the day, and is portrayed sitting in 




















the equivalent of the city dump, scraping 
himself with a “potsherd.” Still he is re- 
signed. His faith remains unshaken. “What ?” 
he says, “shall we receive good at the hands 
of God, and shall we not receive evil?” This 
statement is made in answer to his wife, who 
has rebuked him in a manner that should 
interest present-day psychiatrists. She says 
to Job, “Do you still hold fast your integrity ? 
Curse God, and die.” 

Three friends of Job, who have heard of 
his misfortune, arrange to visit him together 
to console and comfort him. That they are 
religious dignitaries, and apparently have a 
healing intent in mind, is indicated by their 
later conversation. Their initial reaction on 
seeing Job is most striking. They are ap- 
palled at the sight of his misery. The words 
of consolation fail, and they sit down beside 
him for seven days and seven nights, utter- 
ing never a word. 

This period of silence is attributed, in most 
Bible commentaries, to astonishment and hor- 
ror on the part of the three at Job’s unrecog- 
nizable appearance. To anyone familiar with 
psychoanalytic techniques, however, it could 
be a calculated maneuver on their part to in- 
duce what follows. Hitherto Job has been 
able to restrain himself, but now in the pres- 
ence of his speechless friends he is unmanned, 
and breaks down. In a passage of marvelous 
pathos and power he begins: 

Let the day perish wherein I was born, and the 

night which said, “A man-child is conceived.” 

Let that day be darkness! 

May God ahove not seek it, nor light 

shine upon it. 

He curses the day he was born, but not 
God. With Job’s first words begins the main 
portion of the book, which is continued for 
thirty-nine chapters, and is written in poetry. 
It comprises a debate between Job and his 
three friends as to the reasons for his suffer- 
ings. All three speak in turn, and Job an- 
swers each after he has spoken. They all 
try to convince him that suffering is certain 
proof of previous transgressions and they 
urge him to repent of his sin, whatever it 
may be. 
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This seemingly inhumane and self-right- 
eous attitude is perhaps overdrawn by the 
writer, but it is apparently done with a pur- 
pose of emphasizing the futility of their argu- 
ment. It should call to mind the inquisitory 
attitude that we modern-day physicians 
sometimes fall into when we question patients 
about personal habits, diet, or family affairs. 

In reply to his friends, Job protests that 
he is not conscious of any such great sins 
as they assume to be the cause of his present 
misery. His sufferings must have some other 
explanation. Meanwhile, they are a mystery 
to him. Nor is he the only exception. It is 
a matter of universal experience that the 
innocent suffer as well as the guilty, and the 
wicked are frequently allowed to end their 
days in peace. In the debate this difficulty 
is put with great boldness, and Job is tempted 
occasionally to think and say hard things of 
God. With exquisite pathos he describes his 
bodily sufferings and mental perplexity. 

I will say to God, do not condemn me; 

let me know why thou dost contend against me. 

Does it seem good to thee to oppress, 

‘ To despise the work of thy hands and favor the 
designs of the wicked? 

Hast thou eyes of flesh? Dost thou see as man 

sees? 

Are thy days as the days of man, or thy years 


as man’s years that thou dost seek out my 
iniquity and search for my sin. 


To the end of the debate he protests his 
innocence and demands to be shown wherein 
he has transgressed. He expresses a desire 
to come face to face with God. If he only 
knew where to find Him, he is sure all will 
be explained. In a dim way he seems to feel 
that though he is destined to die without 
learning the reason for his affliction, yet after 
death, in another world, the mystery will 
be solved. 

At the end of the book, in answer to Job’s 
wish, God speaks “out of a whirlwind.” The 
amazing thing about God’s reply is that it is 
not at all what Job expected. He never al- 
ludes to Job’s sufferings. He simply bids 
him to look around and observe the wonder 
and mystery of the world in which he is 
placed. In a series of splendid pictures, God 
causes a panorama of nature to pass before 
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the eyes of His human creature. He asks him 
if he could make any of these things, or even 
understand how they are created—the earth, 
the sea, the stars, light, rain, snow, and frost, 
lightning, the marvelous instincts and powers 
possessed by animals. If Job can’t conceive 
of how this was all done, who is he to cavil 
at the ways of the Almighty or criticize His 
government of the world? God’s answer, 
which is simply a revelation of His omnipo- 
tence, is no explanation of the mystery of 
human suffering. Yet Job is satisfied. He 
feels how presumptuous he has been ques- 
tioning the ways of God to men. “Behold, 
I am vile,” he says, “I will lay mine hand 
upon my mouth. I have uttered what I un- 
derstood not. Mine eye seeth thee; wherefor 
I abhor myself and repent in dust and ashes.” 
Before his trials he apparently tendered God 
the blind unquestioning confidence of a child. 
When he has come again to a realization of 
God’s omnipotence, with the resumption of 
an attitude of humility and trust, Job’s health 
is restored; he returns to double his former 
prosperity. In the epilogue he dies “old and 
full of days.” 

How this should ring true to dermatolo- 
gists today! Job’s skin affliction appeared, 
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lasted for a time, and then suddenly disap- 
peared, just as do many cases of widespread 
lichen planus, psoriasis, atopic eczema, 
chronic urticaria, dermatitis herpetiformis, 
and generalized exfoliative dermatitis. The 
comings and goings of such dermatoses are 
enigmatic. We are as helpless in explaining 
them as were Job’s ecclesiastical friends. 

The reasons for Job’s physical sufferings 
are never explained. The mechanism of his 
recovery is obvious, but hard to put into 
present-day medical phraseology. Could you 
call it one more step in the process of matura- 
tion? Did his spiritual experience—his rev- 
elation of God—have a tranquilizing effect 
that healed him? Regardless, this profound 
and sophisticated work of religious literature 
should serve as a reminder to all physicians 
of psychosomatic bent that their thoughts 
have been pondered before, and long, long 
ago. 

7026 Jenkins Arcade. 
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Contact Dermatitis from Platinum and. 


Rhted Metals 


Report of a Case 


CHARLES SHEARD Jr., M.D., F.R.C.P. (C.), 
Stamford, Conn. 


HANNA UU 


Cases of contact dermatitis due to metal- 
lic platinum have been considered so rare 
as to be nonexistent.* 

In April, 1945, Hunter, Milton, and 
Perry * studied 91 male employees exposed 
to a spray of the complex salts of platinum ; 
of these, 52 exhibited running nose, sneezing, 
shortness of breath, tightness in the chest, 
and so on, and 13 had dermatitis. They stated 
that there was no trouble from the metallic 
platinum or from the palladium. 

Marshall * reported cases of asthma and 
dermatitis due to chloroplatinic acid. More 
recently, Roberts* conducted a five-year 
study of the effects of soluble platinum salts 
on the employees of a platinum laboratory 
and refinery, in which he showed that when 
the salts were splashed on the skin a contact 
dermatitis could be produced and that when 
the salts were inhaled asthma often ensued. 
He studied some 21 employees and was able 
to show that once sensitized the employee 
never became asymptomatic in a platinum 
salt atmosphere again. Some of the employees 
had only respiratory symptoms, and some 
had only skin symptoms, and some had both. 
From the observations of Roberts, it would 
appear that symptoms from. —— are on 
an allergic basis. ¢ 





From the Department of neitins (Derma- 
tology), New York Hospital and Cornell Uni- 
versity Medical College. 

* Sulzberger and Baer, Editors’ note on Rob- 
erts,1 and Reference 5. 


He described one patient who was allergic 
to a scratch test with sodium chloroplatinate 
in 1X10°* dilution. Marshall * also reported 
a 4+ bullous reaction in less than 24 hours 
to a 1% chloroplatinic acid patch test. Mar- 
shall also showed in his article that very often 
the workers could handle the complex salts 
of rhodium, ruthenium, and palladium with- 
out symptoms and that the pure platinum 
metal dust itself even in high concentrations 
never gave rise to symptoms, thougk complex 
salts of platinum in a fine dust could cause 
symptoms. In his experience the skin lesions 
were either scaly erythemas or urticarias. 


TABLE 1.—Metals of the Platinum Series 








Atomie Atomic 

Metal wt. No. 
Ruthenians 5 is isch hiss 101.7 44 
Bi: Nepean any pers ei Re erp ep: 102.91 45 
WAU i SR Gs 106.7 46 
NPM ies Bae RE ae 198.1 7 
Cy Semcon mirerct Spar mane wer Pet 190.2 76 
bop Ree pear arores pate Aan 195.23 78 





Metallic platinum is used in jewelry, pho- 
tography and dentistry and in the chemical 
and electrical industries, where it can also 
be employed as a catalyst. It is a very hard 
white metal. Metals of the platinum series 
include ruthenium, rhodium, palladium, os- 
mium, iridium, and platinum. Most jewelry 
made of platinum is either almost entirely 
pure platinum or 90% platinum and 10% 
iridium. Some rings are palladium and irid- 
ium. Also, some rings are plated with rho- 
dium. 


REPORT OF A CASE 


On Nov. 23, 1953, Mrs. S. E., a 35-year-old 
housewife, came to the office with a contact derma- 
titis of the right fourth finger as well as the left 
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Fig. 1—Results of patch test to (1) wedding 
band—palladium and ruthenium; (2) engagement 
ring—platinum and iridium. Photograph was taken 
two days after patches were removed; they had 
been on for 48 hours. 


fourth finger and the adjacent left third and fifth 
fingers. She gave a history of having worn plati- 
num rings at these sites, since her marriage some 
nine years ago, and, while she attributed the 
dermatitis to these rings, she had had the derma- 
titis for only about a year and a half, since the 


birth of her youngest son. When she was questioned’ 


about housework, it developed that she had thought 
of this shortly after the onset of the eruption and 
had studiously avoided detergents, caustics, 
bleaches, soaps, polishes, etc., wearing rubber 
gloves when her hands were in water and in fact 
doing almost no housework at all, as there was a 
servant in the household. She was using a soap 
substitute for a while, without change. 

Mrs. S. E. came from a moderately allergic 
family. A brother had atopic eczema when young, 
and a son developed a contact dermatitis of the 
buttocks due to pine oil on the toilet seat at home. 
The patient had once had hives from fish but no 
other allergies. 

Further questioning elicited the information that, 
after the onset of the dermatitis, she had used a 
ring cleaner called Scintilla, which is also known as 
Jewel Water. This is made in Des Moines, Iowa. 
It contains no jeweler’s rouge and no cyanide and 
is not flammable, though what it does contain is not 
known. It is presumed to be a benign type of 
cleansing agent. None could be obtained for patch 
testing. She had washed her rings with soap and 
water after using this as a ring cleaner on one or 
two occasions. She had been moving her rings 
from the right hand to the left hand and vice versa, 
hence the dermatitis on the two fourth fingers. 

In view of the possibility that the dermatitis 
might have been due to some chemical in the 
cleaner, the rings were sent to Black, Starr & 
Gorham, who are well-known jewelers in New 
York City, where the rings were thoroughly 
cleaned with an alkaline solution and after this 
again cleaned very thoroughly and completely by 
holding them with tongs in a stream of live steam 
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for several minutes. I was informed that it is safe 
to boil diamonds, and that this is one of the best 
ways of cleaning them, if they are adequately 
wrapped to prevent bumping against the side of 
a vessel. 

After this rather rugged treatment, the rings 
were worn once more, and a severe dermatitis de- 
veloped at once. This indicated that the metal in 
the rings themselves was responsible for the derma- 
titis, and arrangements were made for patch tests. 
Prior to patch testing, the rings were once more 
returned to Black, Starr and Gorham for further 
very careful cleaning and also assessment as to the 
ingredients of the rings. Thus it was learned that 
the wedding band was 90% palladium and 10% 
ruthenium and that the engagement ring was 90% 
platinum and 10% iridium. Both rings had been 
rhodium-plated once, though the plating had largely 
worn off. A specimen of pure platinum (com- 
mercial grade), another specimen of 90% platinum 
and 10% iridium, a rhodium-plated ring, and the 
patient’s own rings were then applied to the inner 
surfaces of the arms as patch tests. All elicited 
markedly positive reactions except the rhodium- 
plated ring, which showed no reaction at all. All 
positive reactions became so after 48 hours and were 
positive after five days, and so the reactions can be 
said to be truly allergic. The thought occurred 
that the onset of the dermatitis may have coincided 
with the wearing off of the rhodium plating and 
the exposure of the patient’s skin to the platinum 
and iridium and palladium and ruthenium under- 
neath. While rhodium is in the platinum series of 
metals, there may be sufficient difference to avoid 
a cross reaction. Its atomic number and that of 
ruthenium are the lowest in the group. 

On the assumption that there might be a nickel 
component in the rings,* a patch test was done 
with the standard 5% nickel sulfate solution. 
The resultant reaction was weakly positive or 
equivocal. A very careful history indicated the 


Fig. 2,—Results of patch tests to (A) platinum 
and iridium metal sample; (B) pure platinum 
metal, and (C) a rhodium-plated ring of platinum 
and iridium (no reaction). D, where wedding band 
was reapplied weeks before, showing considerable 
residual pigmentation. 














PLATINUM DERMATITIS 


patient was able to wear other jewelry, such as 
necklaces, wrist watches, earrings, etc. and 
there had never been any suggestion of sensitivity 
to nickel up to the present dermatitis. Inquiry 
concerning the presence of nickel in platinum rings 
brought out that it would be present only in traces 
as an impurity in any platinum purchased from a 
reputable refinery. Also, it could be present in a 
ring that had been repaired by soldering, since 
nickel was used in soldering materials occasionally. 
The patient was questioned about this, and it was 
learned that the wedding band had been stretched 
some two months before she saw me, or about a 
year after the onset of the dermatitis. In view of 
the possibility of nickel being a causative agent, 
the rings were subjected to spectrographic analysis 
at Baker & Co., Inc., of Newark, N. J. Table 2 


markedly positive patch tests which gave a delayed 
reaction and therefore indicate true allergy, not 
only to the platinum and iridium rings but also to 
the specimen of commercially pure platinum, it is 
concluded that this patient’s dermatitis was indeed 
due to platinum and its related metals. 

The patient had the rings heavily rhodium- 
plated: and wore them happily with no reaction for 
five weeks, after which time the dermatitis re- 
turned. There are technical difficulties in electro- 
plating which make it possible that a small chink 
of platinum became uncovered in due course, 
though there is also the possibility that through 
“broadening of the base” a sensitivity to rhodium 
was also acquired. At this time the patient moved 
away from the area, and further investigation could 
not be carried out. 


TABLE 2—Spectrographic Analysis of Rings 














Engagement Ring 
¢ A oes | 
Metal Per Cent 
Platinum........ PPR NI is Be See a i aR A ASR 90 
MO vac ccebiupevessseaegucecacthxeccuys 10 
POO ass bb a kaca wkeaH8s dh deeb es ce obes 0.01 
PRR INNN 5 bc ss ce cdaspeelacesstentsceaaiin 0.1 
PE fi cU ih cad ivees Pucéackicbeadusdetes 0.01 
on Ay Spe Oe TENE BOTT ey POE Sey eee 0.01 
MRI vb oo i ohn ds ee CR MK win od VN ee ns 6:0 0.01 
a, ee RGR Sia aG TEM COC ietlapr AER RpeeEED pi 0.01 
BRO ne eos ve kn esa pee cekours bap teeeny sone 0.01 
Re eines betixchabtcagiecnetuuncensiuc 0.01 
a lL Caan, pitide-a oceans hate 0.01 
Soak ian cb cnc nap ce eae ee coveedsactones None 
Mia Sak News e Ua cook ere anatscathassecties None 
PIII S 55s A Sewebwent bay bipak casa ve Very slight 
trace 
PRUNING i ocv oh kisi y va cb Ub eal on ccccesaues Very slight 
trace 





Wedding Band 
“Metal Per Cent — 

POMAOIOM S65 665 icc ceed cee ec ehcccecccese 90 
pc: Sa nee nee eee mere were ore 10 
jf SRR a ERS ee pe eee gid eg Pee 0.1 
SOR se oie ti dk yes vadewede cuss acectenenser 0.1 
PURSE, costs io 84 cas cb oVenctdecesccecdes 0.1 
CT iia. 56 55s een Cine Sanvcncewdsents 0.01 
RON seein nck hose iciden enh vena eektoobas 0.01 
ROG 5. bt Cdabidncodeendtece Cagyheunbhataeges 0.01 
Oa s a asia inden edestesenddcengeees 0.01 
BIMCOM, 5. ccc vesccdesccivccscccccecsesoccece 0.01 


Other metals in lower concentrations 





illustrates the results. These metals in slight 
amounts were considered to be impurities and to 
have little effect on the antigenicity of the final 
metal. In a letter the chief chemist of Baker & 
Co., Dr. Cohn,} stated, “The other contaminants 
are common to commercial grades of platinum 
and palladium, the wedding ring being relatively 
rich in silver. There seems to be no particular 
metal present in a concentration sufficiently large 
to account for the observed allergy.” I would be 
inclined to agree with this, in view of the ex- 
tremely low concentration of nickel and the obvious 
ability of the patient to get along without derma- 
titis in the presence of larger concentrations of 
nickel in other jewelry. The marked reactions seen 
in the photographs would more likely be due to a 
metal in higher concentrations. In view of the 





{ Cohn, G.: Personal communication -to the 
author. 


COMMENT 


Discussion of the question of dermatitis 
from the metals of the platinum series with 
jewelers and platinum refiners and dentists 
would indicate that those experienced in the 
use of platinum, although unaware of ex- 
pressed dermatologic views, have seen in- 
stances of contact dermatitis produced by 
platinum. It would appear that platinum is a 
potent allergen in a complex salt and is also 
an allergen in the metallic form. At least, 
platinum sensitivity is not to be dismissed 
as an impossibility. Reactions to dentists’ 
wiring may be explained on this basis, and 
perhaps other hitherto obscure dermatitides. 
It is interesting to speculate on the five 
weeks’ freedom from dermatitis after rho- 


359 








are net sa 
mae eae 


Sp ere 


A. 


dium-plating and the subsequent relapse. 
Perhaps the fatty acids of the skin combined 
to produce platinum (or rhodium) salts in 
that time. 

SUMMARY 


A case of contact dermatitis due to plati- 
num and related metals is here reported. This 
metal has heretofore been considered to be 
incapable of causing dermatitis in the metallic 
form, though it has caused dermatitis and 
even asthma in the form of more complex 
salts. Some features of the cleaning and re- 
pairing of rings by jewelers are discussed, 
and the results of patch tests to platinum 
and related metals are recorded. 


76 Glenbrook Rd. 
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CURETTAGE TREATMENT OF PLANTAR WARTS 


‘ To the Editor—I fully agree with the treatment of plantar warts by curettage, as the 
simplest and best method, as reported by Colonel George Prazak and Lieutenant Colonel David 
E. Thomas in the January, 1955, number of the ARCHIVES oF DERMATOLOGY. 

I have used that treatment since 1903, when I learned it as resident at the University Clinic 
of Syphilis and Dermatology (Neumann) in Vienna, Austria. 

I would like to report an improvement in the method of dressing, to make it possible for the 
patient to leave the office after operation, without being much disturbed in walking on the wound, 


packed with gauze. 


. After having obtained complete hemostasis by pressure for a few minutes, I apply a round 
felt bunion pad, big enough so that it surrounds the wound, put in the middle of the pad a little 
gauze, and close it up with a strip of adhesive as wide as the pad. In that way the patient can 
walk on his foot without any pressure on the sore. The bunion pad can stay on for a few days, 
and only the gauze, which may be soaked in Peruvian balsam, may be changed every second day. 


Ernest Spitzer, M.D. 
508 N. Grand Blvd., St. Louis 3 
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Syringadenoma P. apilliferum 


Lesions With and Without Naevus Sebaceous and Basal Cell Carcinoma 


ELSON B. HELWIG, M.D., Washington, D. C. 
and 
VICTOR C. HACKNEY, M.D., Pasadena, Calif. 


FUTUR 


Solitary verrucous and papillary lesions of 
the skin usually lend themselves to accurate 
clinical diagnosis. Occasionally, however, 
the clinician is surprised to learn that a ver- 
rucous lesion has been interpreted on path- 
ologic examination as an adenoma of sweat 
gland origin. These lesions commonly have 
been known as syringadenoma papilliferum 
(Werther?), naevus syringadenomatosus 
papilliferus, or syringacystadenoma papilli- 
ferum, although one of the earliest reports 
referred to them as adeno-cystoma intra- 
canaliculare (Elliot*). Only a few tumors 
of this kind are recorded in the American 
literature. It is the purpose of this paper to 
describe and correlate the clinical and path- 
ologic characteristics of a large group ob- 
served at the Armed Forces Institute ot 
Pathology. 


MATERIALS AND METHODS 

This report is based upon the microscopic 
examination of 100 examples of syring- 
adenoma papilliferum removed from the skin 
of persons varying in age from 3 to 61 years. 
All of the lesions were single and had been 
excised at least once. Sections stained with 
hematoxylin and eosin were studied in all 
cases. In 11 cases, preparations were made 
with Masson’s trichrome stain, Gridley’s 
reticulum stain, the periodic acid-Schiff 
method, Weigert’s elastic tissue stain, Best’s 
carmine stain for glycogen, the Turnbull blue 
method for iron, and oil red O stain for fat. 
Formalin-fixed tissue from 11 cases was 
microincinerated. 


From The Armed Forces Institute of Pathology. 

Earl D. Osborne Fellow of the American 
Academy of Dermatology and Syphilology (Dr. 
Hackney). 


CLINICAL DATA 


In all patients the lesions of the skin were 
single and grossly did not appear to be asso- 
ciated with other lesions of a similar nature. 
In 91 instances they occurred in males; the 
remaining 9 were in females. Appel * on the 
other hand, observed a preponderant inci- 
dence in the female. It is probable that our 
data on sex distribution are biased by the 
predominantly male population of the Armed 
Forces. Of the 91 males, 75 were white, 13 
were Negro, 1 was Mongolian, and the race 
of 2 was unknown; of the 9 females, 8 were 
white and 1 was a Negro. The lesions re- 
ported were present at birth in 45 patients, in 
childhood or before the 10th year in 13, from 
11 to 20 years in 9, from 21 to 30 in 5, from 
31 to 40 in 2, and for many years in 8. In 18 
instances the age of the patient at the time 
the lesion appeared is unknown. It was im-_ 
possible to determine whether syringadenoma 
papilliferum was actually present at birth or 
whether the lesion originally was naevus 
sebaceus or some other malformation. 





Anatomical Sites of Lesions 
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The anatomical sites of the lesions are 
given in the Table. It is to be noted that no 
lesions were recorded in the axillae, areas 
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Fig. 1—Clinical appearance of syringadenoma 
papilliferum (2.4 by 3.0 cm.) of a 24-year-old white 
man (AFIP Acc. 83947). 








rich in apocrine glands and sebaceous glands. 
While most observers have associated the 
lesions with apocrine glands, Appel noted 
that they occur where sebaceous glands are 
numerous. From a general review, Reuter- 
wall * derived a distribution similar to that 
which we have observed, except that he in- 
cluded the axilla, even though not one of the 
four examples which he reported occurred 
there. 

Two of the lesions in our series were ex- 
cised from patients less than 10 years of age, 
16 from patients 10 to 19 years, 57 from 
patients 20 to 29 years, 13 from patients 30 
to 39 years, 3 from patients 40 to 49 years, 1 
from a patient between 50 and 59, and 2 from 
patients over 60 years of age; in the remain- 
ing 6, the age of the patients at the time of 
surgical excision is unknown. 

The clinical features did not follow any set 
pattern.- Several of the patients stated that a 
birthmark had been present all their lives. 
Within the area of the birthmark or on skin 
that previously had appeared normal, syring- 
adenoma papilliferum usually developed 
slowly. The lesions varied from an irregular, 
flat, gray, or reddened area, often described 
as a nevus, to a gray or dark brown, raised, 
cauliflower-like, verrucous, papillary, hyper- 
keratotic or sometimes moist, fleshy ex- 
crescence. Severaf were round and smooth, 
and an occasional one was pedunculated, 
smooth, pink, and bulbous. Another rare 
form was an elevated umbilicated area. 
Patients with lesions on the scalp commonly 
irritated them in combing the hair, some- 
times enough to cause bleeding. Scratching 





Fig. 2.—A, the epidermis is elevated and inter- 
rupted by a villous and glandular process. The 
underlying sweat glands and ducts are numerous 
and sometimes dilated. Hair follicles are absent 
beneath this area. Hematoxylin and eosin; X10 
(AFIP Acc. 286131) B, duct-like structures are 
partially filled with villous projections. The ducts 
are connected with the surface by pore-like openings. 
Hematoxylin and eosin, x40 (AFIP Acc. 239542). 
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to relieve itching also caused irritation and 
bleeding. The ulcers that formed in such 
irritated lesions tended to crust and break 
down repeatedly. Most of the lesions de- 
veloped gradually and enlarged slowly, 
although a few attained considerable size 
within a few months. A verrucous or bulb- 
ous elevation, which was associated with a 
number of lesions, occasionally was seen to 
exude fluid through a pore presumably from 
a cyst. This fluid varied from watery and 
clear to thick and sometimes dark brown. In 
a few instances the swelling appeared to be 
comprised of several small cysts. One lesion 
appeared as a pimple which failed to heal 
after a “white core” had been expressed. The 
size of the individual lesions ranged from 
less than 1 cm. to 4 cm. in diameter. Because 
some of the lesions were associated with 
naevus sebaceus, it was not always possible 
to determine the size of the syringadenoma 
papilliferum with accuracy. 

Follow-up information from one to nine 
years after the excision of the lesion was ob- 
tained from 30 unselected patients. Half of 
these patients had been followed for more 
than four years. In 28 patients the lesion had 
not recurred nor had similar lesions appeared 
at other sites. In the other two there was 
recurrence, in each instance on the scalp. 
Both recurrent lesions were small, and these 
patients apparently did not desire a second 
operation. 

Complete follow-up data were.not obtained 
on the remaining 70 patients ; on the basis of 
the clinical history, 7 are presumed to have 
had recurrences 16,14,9,8,3, and 1 year after 
the initial removal. In one instance the date 
of the initial excision was not noted. Of the 
seven presumed recurrences, four followed 
surgical excision, possibly incomplete, and 
the other three, treatment by fulguration. 
The recurrences varied in appearance from 
maculopapular lesions to a cyst-like mass in a 
scar. Microscopically, there was never any 
suggestion of malignant change. 


MICROSCOPIC EXAMINATION 


The distinguishing feature of syringade- 
noma papilliferum is the presence of duct-like 





















































Fig. 3.—A, the surface shows extensive acanthosis 
and hyperkeratosis. There is dense infiltration of 
inflammatory cells. Hematoxylin and eosin; x40 
(AFIP Acc. 205862). B, junction of the syring- 
adenoma papilliferum and the underlying corium 
with dilated ducts. Hematoxylin and eosin; 40 
(AFIP Acc. 175744). 


structures containing papillary processes 
covered by two layers of epithelial cells. The ; 
outer or basal layer of epithelium is composed 
of flattened or cuboidal cells and the inner 
layer of columnar cells. The cells of the 
basal layer are generally small, with scanty 
cytoplasm and relatively large nuclei, giving 
the impression that the nuclei are in close ap- : 
proximation. The nuclei of this layer are : 
round or oval, moderately chromatic, and 
contain one or two rather indistinct nucleoli. 
The inner columnar layer of cells rests upon 
the basal layer, from which it is separated by 
indistinct cell membranes. The columnar cells 
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Fig. 4.—A, detail of duct wall showing the characteristic double layer of epithelium. The 
inner surface is irregular, but no “pinching off” of cytoplasm is present. Hematoxylin and 
eosin; X 420 (AFIP Acc. 201231). B, extensive duct formation, with double epithelial layer 
and inflammatory cells in connective tissue stalks. Inflammatory infiltrate is composed largely 
of plasma cells. Hematoxylin and eosin; x 125 (AFIP Acc. 238957). C, duct showing transition 
from metaplastic squamous epithelium to columnar epithelium. Squamous metaplasia was seen 
only near the surface. Hematoxylin and eosin x 420 (AFIP Acc. 238957) D, proliferation of 
epithelium and adenomatous formation within large ducts. Hematoxylin and eosin; x 125 


(AFIP Acc. 175744). 
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have oval nuclei, generally larger than those 
of the basal layer, situated near the middle of 
the cell. The nucleoplasm is moderately 
chromatic and contains one or two scarcely 
discernible nucleoli. The cytoplasm stains 
pale pink with eosin. It is generally more 
abundant in the inner half of the cell than at 
the base and so scanty laterally that nuclei 
of adjoining cells approximate one another. 
The cell membranes tend to be indistinct, 
although the inner border is sharp. 

In addition to the basic histologic pattern, 
several variations are common but not con- 
sistent. The cells of the inner layer may be 
small with meager cytoplasm, cuboidal or 
columnar, or disposed in multiple layers. 
The papillary processes of the ducts are of 
diverse sizes and shapes. The smallest papil- 
lary processes are comprised solely of epi- 
thelial cells which project into the lumen and 
sometimes nearly occlude it. In some in- 
stances the epithelial cells form a bridging or 
lace-like pattern within the lumen and in 
larger ducts may show a disposition to form 
tubular and glandular structures. The larger 
papillary processes possess a central support- 
ing core of connective tissue. The large ducts 
may be lined by stratified squamous epi- 
thelium near the epidermal surface with a 
transition below to the double-layered |epi- 
thelial pattern. Occasionally the squamous- 
lined ducts form cysts filled, or partially 
filled, with keratin. 

The surface of the lesions shows several 
variations. It may present a shallow cup-like 
depression composed of small papillary proc- 
esses covered by the typical double-layered 
epithelium. The epidermis at the margin of 
the lesion ranges from unaltered to greatly 
thickened, acanthotic, and, at times, papil- 
lomatous. The entire exposed surface may be 
composed of large irregular papillary projec- 
tions covered with acanthotic, stratified 
squamous epithelium, usually accompanied 
by hyperkeratosis, sometimes by parakera- 
tosis, mibroabcesses, necrotic debris, and 
masses of bacteria. Ducts of various. sizes 
and contours may extend from the surface 
through the thickened epidermis to connect 
with the underlying dilated portions. In some 


instances these ducts appear as altered and 
metaplastic excretory sweat ducts with a 
terminal pore at the surface, but in others 
there is no suggestion of an original sweat 
duct structure. There may be one or many 
openings on the surface. 

The lumina of the ducts are generally 
empty, but they may contain desquamated 
epithelial cells, a few lymphocytes and leuco- 
cytes, and, occasionally, histiocytes filled with 
finely granular material. Some of the more 
superficial ducts lined with squamous epi- 
thelium contain keratin. 

The lesions exhibit considerable variation — 
in thickness, which is determined chiefly by 
the amount of exophytic growth rather than 
by extension into the underlying corium. Re- 
gardless of the diameter of the lesion, the 
characteristic double-layered epithelial struc- 
ture tends to be confined to the middle and 
upper corium. Changes that may occur in the 
underlying secretory portion of the sweat 
glands in the deepér corium will be described 
later. 

The duct-like structures are surrounded by 
connective tissue which extends into the 
papillary processes to form a supporting core. 
These connective tissue cores contain blood 
vessels, often with walls like those of capil- 
laries but with larger lumina. The stroma 
is commonly infiltrated with inflammatory 
cells, especially plasma cells, but also lympho- 
cytes, mast cells, and occasional polymorpho- 
nuclear leucocytes. In many spécimens 
plasma cells are seen in dense masses within 
the papillae, but toward the base the number 
of inflammatory cells diminishes rapidly. The 
lesions are surrounded but not encapsulated 
by fibrous connective tissue, which tends to 
be richly. collagenous at the base. Gridley 
reticulum preparations demonstrate a scanty, 
fine, but irregularly distributed reticulum 
throughout the papillae, with a somewhat 
greater concentration immediately beneath 
the epithelial layer of the duct. Masson 
trichrome preparations bring out the sparse 
connective tissue collagen within the papillae, 
concentrated particularly beneath the epi- 
thelium. Elastic tissue is absent within the 
papillary processes. 
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At the site of the lesion in the cutis, hair 
follicles and sebaceous glands are either 
sparse or absent. Stokes * made similar ob- 
servations in confirming Rothe’s ° comment 
that hair and sebaceous glands seemed to be 
absent in the portion of the cutis where the 
lesions arose. However, the sebaceous glands 
at the lateral margins of the lesions are some- 
times large and closely set to form the so- 
called naevus sebaceus. In contrast to the 
sebaceous glands and hair follicles, sweat 
glands are usually present beneath the lesion 
and sometimes are numerous. The secretory 
. portion and the proximal excretory segment 
of the sweat gland may present a varied pic- 
ture. In some instances the lumina are small 


Fig. 5.—A, dilated ducts and glands commonly 
observed in deeper corium. Hematoxylin and eosin ; 
«125 (AFIP Acc. 525917). B, occasionally the 
glands and ducts in the deeper corium also showed 
hyperplasia and papillary formation of the lining 
epithelium. Hematoxylin and eosin; x125 (AFIP 
Acc. 525917). : 
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with small lining cells having scanty cyto- 
plasm. In others they are dilated, lined by 
flattened epithelium, and filled with a mate- 
rial that appears pale pink and granular or 
globular when stained with eosin. The dilata- 
tion sometimes assumes cystic proportions. 
Occasionally apparent protrusions of cyto- 
plasm from the inner cell membrane of the 
epithelium of the secretory portion extend 
into the lumen. The most striking change ob- 
served in the cystically dilated secretory por- 
tion and contiguous excretory ducts is hyper- 
plasia of the lining cells. These cells are 
always cuboidal or polygonal and are small 
in contrast to the tall columnar cells noted in 
the syringadenoma papilliferum of the super- 
ficial corium. The hyperplasia is manifested 
by multiple layers of uniform cells with pro- 
jections, occasionally papillary, sometimes 
bridging the lumen. Mitotic figures are ab- 
sent. 

In nine of the specimens, in addition to the 
syringadenoma papilliferum, there was also 
a basal cell carcinoma. Six of these combined 
lesions were located on the scalp, two on the 
forehead, and one in the inguinal region. In 
most instances the carcinoma was adjacent 
to, but separate from, the syringadenoma 
papilliferum. Occasionally it was _ inter- 
mingled, but even then the carcinoma did not 
appear to arise from the syringadenoma 
papilliferum. The basal cell carcinoma was 
contiguous with the covering epidermis and 
sometimes with sebaceous glands. More 
rarely there was a pattern of multicentric 
origin. About one-third exhibited melanin 
pigmentation; some a solid and some an 
adenoid type of growth. One carcinoma con- 
tained foci of keratinization and vacuolated 
cells suggestive of sebaceous cells. All the 
basal cell carcinomas were confined to the 
upper and middle corium where hair and 
sebaceous glands were few or absent, 
although sweat glands were present in the 
underlying corium. Mitotic figures were rare. 
Occasionally, as previously noted, the ducts 
of the syringadenoma papilliferum were 
filled with proliferating epithelial cells, but 
these appeared entirely different from the 
cells of the basal cell carcinoma. 
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Fig. 6.—A, syringadenoma papilliferum and basal cell carcinoma. Hematoxylin and eosin; 
x 120 (AFIP Acc. 480582). B, ductal communication of papillary cystic area with the surface 
and adjacent basal cell carcinoma. Hematoxylin and eosin; x 39 (AFIP Acc. 530706). C, nevus 
sebaceus in skin adjacent to syringadenoma papilliferum. Hematoxylin and eosin; x 48 (AFIP 


Acc. 5407 


In 34 specimens sebaceous glands of the 
epidermis contiguous to the area of the 
syringadenoma papilliferum were increased 
in number and size. In addition, in many in- 


stances there was papillary acanthosis of the 
covering epidermis. This change appeared 
typical of naevus sebaceus. Twenty-four oi 
these combined lesions were located on the 
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scalp, 6 on the forehead and temporal area, 
2 on the face, 1 in the inguinal region, and 
1 in the pubic area. 


COMMENT 


Microscopic evaluation of the lesions from 
the 100 patients in this series confirmed the 
opinion generally held that syringadenoma 
papilliferum is of sweat gland origin and that 
the principal changes are in the ductal por- 
tion of the sweat gland apparatus. Consider- 
able controversy has resulted from attempts 
to prove the lesions of eccrine or apocrine 
gland origin. It is questionable whether the 
criteria for identification of normal apocrine 
glands—size of lumina, staining quality of 
the epithelium, mode of secretion, and posi- 
tion in the deep corium—can be applied and 
used as a means of differentiation of glands 
in which pathologic changes have taken place. 
According to Homma,’ the eccrine glands 
arise from the free surface of the skin, where- 
as the apocrine glands originate from the hair 
follicle, although their ducts may wander to 
the free surface. In the present study, hair 
follicles were absent in the involved area, and 
ducts, which were not normal sweat ducts, 
emptied on the free surface. Thus the location 
of the duct opening does not help in the iden- 
tification of the type of sweat gland. The 
basic structure of eccrine and apocrine glands 
is similar.’ The size of the lumina of eccrine 
glands and the staining qualities of their epi- 
thelial cells can undoubtedly undergo change 
as a result of a pathologic process. Our 
knowledge of the pathologic variations of 
eccrine glands is too limited to permit us to 
deny that under some circumstances these 
glands may attain the characteristics attrib- 
uted to apocrine glands; such a possibility 
assumes only a variation in degree, not a 
change or alteration of basic structure. 

The mode of secretion of apocrine glands 
generally has been accepted as “decapita- 
tion,’’ a process by which a portion of the 
cytoplasm of the epithelial lining cell is ex- 
truded into the lumen of the gland, although 
Montagna, Chase, and Lobitz® recently have 
claimed that secretion occurs by globules 
through pseudopodia-like structures. In con- 
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trast, eccrine glands do not release a globular 
cytoplasmic substance into the lumen of the 
gland but produce a fluid. Microscopic study 


-of the lesions here described failed to reveal 


areas where extrusion of portions of the con- 
tent of epithelial lining cells into the lumen 
could be demonstrated. In some instances 
the cell boundaries bordering the lumen were 
indistinct, but no acceptable “pinching-off” 
of cytoplasm was noted. It is not surprising, 
however, that secretion of the individual cells 
was not in evidence, for syringadenon: 
papilliferum is considered an alteration of 
the ductal epithelium, and the normal func- 
tion of the ductal cells is not secretion. 

An apparent increase in the number of 
sweat gland coils was observed beneath the 
syringadenoma papilliferum in approxi- 
mately half the cases and a variable degree of 
dilatation of some of these coils in one-fourth. 
In several instances the cells of the lining 
epithelium of the coils exhibited an apparent 
extrusion of cytoplasm. As_ previously 
pointed out, it seems doubtful that under 
pathologic conditions this phenomenon can 
be taken as unequivocal evidence that the 
lesion is basically of apocrine origin. In most 
instances, on the basis of one or only a few 
sections, no communication was noted be- 
tween these numerically increased and dilated 
coils and the ducts of the tumor that lay more 
superficially. Neither did Reuterwall* ob- 
serve a connection between ducts in the two 
locations in the cases he studied. In addition 
to simple dilatation and increase in the num- 
ber of deeper coils, hyperplasia of the secre- 
tory epithelium was noted occasionally. 
These alterations were present in only some 
of the specimens and may represent changes 
secondary to partial obstruction from the 
overlying syringadenoma papilliferum, or 
participation of the secretory portion of the 
gland in the adenomatous process. 

Bunting and co-workers * were unable to 
confirm Homma’s‘ observation that inor- 
ganic, stainable iron was present in the epi- 
thelial lining cells of approximately 70% of 
normal apocrine glands in the adult.. We 
could not demonstrate iron in the epithelial 
cells in sections stained by the Turnbull blue 
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method or at the sites of the epithelial cells in 
incinerated tissue. Pinkus,’° however, was 
able to demonstrate iron by this method in 
five of the cases in his series. He attributed 
the origin of the papillary structures to 
mature apocrine glands except in an occa- 
sional case where they appeared to arise from 
eccrine glands. Attempts to differentiate nor- 
mal eccrine and apocrine glands by the use of 
various lipid and fat stains have not resulted 
in the formulation of clear-cut criteria. In 
some instances conflicting results have been 
obtained.* In our oil red O preparations fat 
was observed in only one lesion, and then in 
the epithelial cells at the base of an area of 
ulceration. No clue to the origin of the lesion 
could be drawn from the lipid stains. 


Ninety of the 100 sweat gland lesions re- 
ported here were on the body surfaces where 
apocrine glands normally do not occur.’ In 
contrast, no lesic:\s were in the axillae, areas 
known to be rich in apocrine glands. In 58 
instances the lesions were said to have ap- 
peared before the 10th year of life, a period 
when apocrine glands are rarely, if ever, 
recognized. Homma’ was unable to demon- 
strate apocrine glands in the axillae of a boy 
15 and a girl 13 years of age. These observa- 
tions would support the suggestion that the 
factors responsible for the pathogenesis of 
syringadenoma papilliferum effect_ micro- 
scopic changes in eccrine sweat glands which 
cause them to mimic apocrine structures, or, 
more likely, that there is another set of sweat 
glands which simulate the apocrine glands 
but function differently. Support for the sec- 
ond postulation derives from the fact that the 
tumors do not occur in all areas of eccrine 
gland distribution, for example, the extrem- 
ities. Homma? noted transition forms be- 
tween eccrine and apocrine glands, and even 
though he took all properties of a gland into 
consideration, he could not always determine 
its nature. Woollard,'* in studying the cuta- 
neous glands of man, also had difficulty in de- 
ciding what should be called an apocrine 
gland. Gates and associates ** noted single, 
apocrine-like structures among coi! glands in 





* References 8 and 11. 





areas of chronic inflammation, on parts of the 
body where apocrine glands usually do not 
occur. All of the evidence suggests a sweat 
gland intermediate between the eccrine and 
apocrine types. 

In nine instances basal cell carcinoma was 
present within the same section as syring- 
adenoma papilliferum, but usually there was 
nothing to suggest that either lesion arose 
from the other. Others ¢ have noted syring- 
adenoma papilliferum and basal cell carci- 
noma in the same area. Basal cell carcinoma 
in our series occurred only in lesions which 
also manifested the changes of naevus 
sebaceus. Since in some instances basal cell 
carcinoma was not immediately adjacent to 
the syringadenoma, it seems unlikely that the 
carcinoma arose in response to irritation of 
the syringadenoma. Irritation of an epithe- 
lial hamartoma, however, as a cause of both 
lesions cannot be denied. Gates, Warren, 
and Warvi'* regarded the coexistence of 
syringadenoma papilliferum and basal cell 
carcinoma as probably coincidental. 

Horn*® reported a malignant papillary 
cystadenoma of sweat glands with metastases, 
arising in the region of the wrist. He com- 
mented on the resemblance of this tumor to 
the lesion referred to in the literature as 
syringadenoma papilliferum, but his photo- 
micrographs do not show a structure similar 
to that observed in our cases to suggest origin 
in syringadenoma papilliferum. In Hed- 
inger’s '© case the sweat gland tumor of the 
scalp with metastases to lymph nodes prob- 
ably arose in syringadenoma papilliferum. It 
would appear, however, that transition from 
syringadenoma papilliferum to sweat gland 
carcinoma is rare. 

Elliot? described adenocystoma intra- 
canaliculare, which is apparently similar to 
the lesion under discussion, as occurring in 
a naevus unius lateris. Stokes ° noted a patch 
of linear hypertrichosis extending from vege- 
tating areas of a naevus syringadenomatosus 
papilliferus. Appel * mentioned that syring- 
adenoma papilliferum is found more com- 
monly at sites where sebaceous nevi are also 
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prevalent and presented a case with the 
changes of naevus unius lateris. (The term 
nevus in this connection does not indicate the 
presence of nevus cells, but is used in the 
sense of an epithelial hamartoma.) In 
Pinkus’s *° opinion the presence of more or 
less malformed pilosebaceous complexes is 
obligatory and furnishes the hamartomatous 
foundation on. which the tumor develops. In 
our series many of the lesions were present at 
birth or appeared so early in life that the pa- 
tients referred to them as birthmarks. Micro- 
scopic examination in 34 instances showed 
papillary acanthosis of the contiguous epi- 
dermis and an increase in the number of 
sebaceous glands as seen in naevus sebaceus. 
These observations confirm the impression 
that an epithelial nevus often precedes syring- 
adenoma papilliferum. 

The occurrence of a dense infiltrate of 
plasma cells within these tumors had been 
noted by other observers.t Rothe ° speculated 
that there was something in the composition 
of the granular detritus or secretions which 
acted as a chemotactic agent. A similar ex- 
planation has been given for the presence of 
inflammatory cells in papillary cystadenoma 
lymphomatosum of the parotid salivary 
gland.'* The term plasmoma should not be 
applied to the infiltration of plasma cells, be- 
cause the cellular infiltrate does not represent 
a neoplasm. In none of the lesions were 
masses of bacteria noted within the stroma of 
the papillary processes. 

Sachs and Lewis ** described a lesion in 
which true nevus cells were present and 
‘ quoted Gans to the effect that typical nevus 
cells are often noted. In sharp contrast to 
these observations, in our series of 100 cases 
we did not encounter a single example show- 
ing true nevus cells. 

The lesions we have examined present 
histologic changes which are uniform and 
characteristic. In the literature, syringade- 
noma papilliferum is sometimes confused 
with other lesions, such as hidradenoma and 
mixed tumors. The differential points be- 
tween syringadenoma papilliferum and 





+ References 5 and 6. 
370 


A. M. A. ARCHIVES OF DERMATOLOGY 








hypertrophic Darier’s disease have been 
stressed by Beerman.’® In our opinion a com- 
parison of the changes in syringadenoma 
papilliferum and those in sweat gland ade- 
noma of the vulva (hidradenoma_papil- 
liferum) reveals distinct histologic differ- 
ences. This is in disagreement with others 
who believe there is a relationship, at least 
histologically, between the two. The hidrade- 
noma papilliferum is comprised of a generally 
compact but not encapsulated mass of glands, 
with a structure basically papillary but much 
more complex and interlacing than the 
syringadenoma papilliferum. The supporting 
stroma of the papillae is scanty in contrast 
to that of syringadenoma papilliferum and 
lacks the dense infiltration of inflammatory 
cells. Although there is a disposition to a 
double layer of epithelial cells in the hidrade- 
noma papilliferum, the sharp, almost picket- 
fence pattern of the inner cell layer and the 
clear-cut definition of the two cell layers of 
the syringadenoma papilliferum are not ob- 
served. The staining of nuclei tends to be 
more strongly basophilic and the cytoplasm 
is smaller in amount and more basophilic in 
the syringadenoma than in the hidradenoma 
papilliferum. 

Furthermore, a comparison of the clinical 
history and objective clinical findings in the 
two groups of lesions demonstrates a striking 
contrast. The cutaneous change in syringade- 
noma papilliferum is likely to be of verrucous 
plaque-like type, whereas the hidradenoma 
papilliferum tends to be beneath the epi- 
dermis, with a cystic appearance which simu- 
lates sebaceous cyst.2° Anderson ** has ex- 
pressed the opinion that the hidradenoma of 
the vulva presents a characteristic clinical 
appearance and microscopic structure. The 
youngest of 29 patients with hidradenoma, 
described by McDonald,”° was 32 years of 
age. In our series, removal of syringadenoma 
papilliferum was carried out in 75% of the 
patients before the age of 31. Naevus 
sebaceus seldom, if ever, is associated with 
hidradenoma, but relatively often is seen with 
syringadenoma papilliferum. Although it has 
been claimed that hidradenoma may occur on 
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skin other than that of the vulva,”? in our ex- 
perience it has not been observed outside the 
genitoanal area. Because of the distinctive 
clinical and histologic differences between the 
two lesions, there seems to be no justifica- 
tion for lumping the two under a common 
term, as proposed by Gates, Warren, and 
Warvi.?® 

The objective evidence adduced from our 
study and evaluation of the 100 cases re- 
ported here neither substantiates nor dis- 
proves the suggestion that these lesions arise 
as a result of “activation” of cell rests, anlage, 
or primordial epithelial germ cells. In no 
lesions were “young” or undifferentiated 
eccrine or apocrine glands recognized as 
such, although the basic pattern was that of 
altered sweat duct. Moreover it is obvious 
that the distribution of syringadenoma papil- 
liferum, based on the present knowledge of 
anatomy, does not coincide with that of apo- 
crine glands. Lesions rarely, if ever, occur 
in the axillae, areas known to be rich in 
apocrine glands, or on the extremities, areas 
known to be rich in eccrine glands. Either 
there are strong regional modifying factors 
of the sweat glands or there is an inter- 
mediate type of gland localized mostly to the 
trunk, neck, and head. Much has been writ- 
ten about the origin of the apocrine gland, 
together with the sebaceous -gland and the 
hair follicle, from the primary germ of the 
epithelium or already differentiated epithe- 
lium, and development of the eccrine type 
from undifferentiated epithelium.”* Grund 
and Folan ** refer to Lever’s thesis that the 
coexistence of several different histologic ex- 
pressions in a tumor is proof of a common 
primary epithelial germ cell origin. The 
presence of what appear to be apocrine glands 
and two different expressions of growth— 
syringadenoma papilliferum and naevus 
sebaceus—has been taken to indicate a com- 
mon origin and an apocrine hamartoma. Yet 
our own observations cast doubt upon the 
idea that this lesion arises strictly from 
apocrine glands. It seems more reasonable 
to assume that all adnexal structures, includ- 
ing all of the sweat glands, are ultimately de- 
rived from the primitive surface epithelium, 


which is multipotential and subject to the in- 
fluence of various field forces or organizer 
substances. The skin is thus an organ with 
many variations in structure and function in 
different portions of the body surface. De- 
pending upon the total effect of these several 
factors, the function, the nature, and the 
directional limitation of the epithelial growth 
are determined and, in turn, are reflected in 
the epithelial hamartomas (epithelial nevi) 
and tumors derived from it. 


CONCLUSIONS 


1. Syringadenoma papilliferum is a lesion 
of the ductal portion of the sweat gland 
apparatus. 


2. Syringadenoma papilliferum is either 
an adenoma of eccrine gland ducts in which 
the involved glands are so altered that they 
are no longer definitely identifiable as eccrine 
or apocrine, or, more probably, it arises from 
the ducts of a gland intermediate between 
eccrine and apocrine. 


3. The clinical evolution, sites of anatomic 
predilection, and microscopic features of 
syringadenoma papilliferum are distinct from 
those of hidradenoma papilliferum. 


4. About one-third of the examples of 
syringadenoma papilliferum are associated 
with naevus sebaceus. 


5. About one-tenth of the examples of 
syringadenoma papilliferum are associated 
with basal cell carcinoma. 


Armed Forces Institute of Pathology (25). 
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cee Sensory Verve Endings in the Shin 


Preliminary Report on the Morpho!ogy of Cutaneous Sensation 


R. K. WINKELMANN, M.D., Birmingham, Ala. 
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There is no other field of dermatopath- 
ology that has been neglected as much as 
that of the neuropathology of the skin. 
Among all the precise descriptions of changes 
in epidermal cells, connective tissue, and 
ground substance, one seldom finds an elabo- 
ration of the changes in the nerve patterns. 
Pautrier’s discussion of this discrepancy is 
still as pertinent as it was when it was pub- 
lished in 1935.1 One of the chief reasons for 
the lack of interest in this subject is the 
fact that very little has been done to deline- 
ate the sensory bodies that are found in nor- 
mal skin, and how these endings may vary 
from location to location. Studies have been 
made of special areas and with techniques 
which are difficult to use, but on a practical 
level there are few undisputed facts known 
which the dermatologist interested.in nerve 
tissue can verify by the methods available. 

At the beginning of this century, a host 
of sensory nerve endings had been described 
and labeled, in most instances, with the ob- 
server's name. In speaking of this situation 
H. H. Woolard observed quite correctly, 
“So many observers, so many endings.” ” 
These end-organs were found in special loca- 
tions and even in special species, as the organ 
of Eimer and the corpuscle of Grandry. Much 
of the work was done with bird or ungulate 
skin. These bodies were described minutely 
and figured in elaborate drawings that are 
reproduced in histology and dermatology 
texts even to this day. It most instances the 
methods used were silver impregnation or 





Research Fellow in Anatomy, Instructor in Der- 
matology, Medical College of Alabama, and Direc- 
tor of the Prevention and Control Center. 


methylene blue techniques. This early de- 
scriptive work is summarized well in the 
writings of Ruffini. At that time Ruffini 
recognized “formes du passage”’ of the vari- 
ous sensory organs, and it was evident that 
not all the investigators were seeing the same 
structures. For example, Dogiel is quoted 
by Ruffini as describing the corpuscles of 
Golgi-Mazzoni and of Ruffini in almost all 
layers of the skin, contrary to the original de- 
scriptions of these investigators and contrary 
to their later statements. Articles by Boeke * 
and by Stohr*® further focus attention on 
these inconsistencies. Stohr * makes the 
statement that the Krause end-bulbs, the gen- 
ital corpuscles of Dogiel, and the Meissner 
corpuscles are only variants of the same end- 
ing. 

Since 1930, one group working with Ba- 
zette has drawn these bodies, but the diagrams 
they produced are vague.* Woollard and 
Weddell’ state that the only endings they 
were able to demonstrate in forearm skin 
were the Meissner corpuscles and the Krause 
end-bulb-like endings together with the su- 
perficial nerve nets and the endings in hair 
follicles. Weddell and his co-workers have 
produced some excellent photomicrographs 
of specimens prepared by their methylene 
blue technique, and we are much indebted 
to their investigations for our present knowl- 
edge of the superficial nerve nets. However, 
in their published work is a composite draw- 
ing from their preparations in which they 
show endings of the classical type of which 
no photographs have been produced. It is 
apparent that much work on the structure of 
the peripheral nerve apparatus needs to be 
done. 





* Stohr,5 Vol. 4, p. 236. 
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Fig. 1—A 50 section of human newborn pre- 
puce cut parallel to the skin surface; x 360. 


Woollard and Weddell used the methylene 
blue technique, which is an intravital method. 
Needless to say, this has disadvantages when 
dealing with human material, and so most of 
their work was done with animals. When 
they used silver methods, they found them 
unsatisfactory. Weddell states that the finest 
nerve fibers are not visible by the silver meth- 
ods they used, while the methylene blue tech- 
nique showed them easily.® 

During the past two years I have devel- 
oped a silver impregnation technique which 
allows clear and specific demonstration of 
nerve structure.’® It is an easy frozen sec- 
tion technique, using 10% formalin or Bouin 
fixation, and producing finished sections 
within one working day. Because of the great 
contrast afforded by the method and the selec- 
tivity with which the staining is accomplished, 
it is possible to cut thick sections (up to 
200n). The advantage of these thick sec- 
tions is that they permit the observation 
of nerve patterns through distance and depth. 
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The distinctness with which the nerve is 
stained, the ease with which the continuity of 


fibers may be traced because of the thicker © 


section, and the sharp contrast between the 
connective tissue fibers and the nerve struc- 
tures means that there is never any question 
about the identity of nerve tissue. This tech- 
nique will stain both myelinated and non- 
myelinated nerve. It allows photomicro- 
graphs to be taken which clearly demarcate 
the course taken by nerve fibers and the form 
of the structures they supply. It is possible 
because of this contrast to photograph in 
depth ; that is, several planes of focus may be 
photographed individually and the negatives 
stacked sequentially and printed, providing 
an extra dimension. There should be no ne- 
cessity to supply only drawings in discussions 
on cutaneous neuroanatomy and neuropath- 
ology. It is hoped that this method will help 
to put some of the more confusing aspects of 
the problem into a proper perspective. In- 
vestigations are now in progress to accomp- 
lish this. 


Fig. 2—A 75m section of human newborn pre- 
puce; X 180. 

































































OBSERVATIONS 


The following observations were made 
from preparations made over a period of 
two years in three laboratories during the 
development of the method. Figures 4a, 4), 
5, 6, and 7 were made by the photography 
section of the Mayo Clinic. Figure 5 will be 
found in the eighth edition of Ormsby and 
Montgomery’s “Diseases of the Skin.” All 
tissue was fixed in 10% formalin. 

There is much discussion in the literature 
as to the existence of nerve fibrils in the 
epidermis. The comments range from 
Boeke,* who feels that they are not only 
intraepidermal but intracytoplasmic, to Aga- 
babow,'! who does not feel they exist at 
all. Woollard expressed the belief that they 
were present, but extremely rare in man.’* 
He modified this view later to say that they 
existed in the lower layers of the epidermis 
and extending rarely towards the granular 
layer.* No intraepidermal fibers have been 
observed to date, though this method will 
demonstrate clearly nonmyelinated nerves of 
very small diameter. Nerve fibers approach 
the epidermis, ramify, and course along the 
rete ridge, mingling in close relationship to 
the melanodendrocytes. This is illustrated 
in Figures 1 and 2. Normally in thick sec- 
tions of tissue it is difficult ‘te distinguish 


specific structure. However, by this method - 


resolution is retained, and to it is added the 
one sure guide to specific observation of 
peripheral nerve: continuity of nerve fibers 
over long distance and up to the epidermis. 
The processes of the melanodendrocytes are 
remarkably fine and in many instances run 
straight courses towards the surface of the 
epidermis. They can be clearly distinguished 
from nerve, as the basis of their staining 
by silver is the melanin pigment they contain ; 
however, one can see how these structures 
might be interpreted as nerve. I have seen a 
number of drawings and photographs in the 
literature which suggest that this has oc- 
curred. This is one question that needs 
further study. 

The superficial nerve nets which are said 
to subserve pain are shown in Figures 2 
and 3. One may see in these thick séctions 


Fig. 3—A 50» transverse section of human new- 
born prepuce ; reduced about 10% from mag. x 108. 


Fig. 4a—A 25 section of human finger pad cut 
parallel to the skin surface; reduced slightly from 
mag. X 265. 

Fig. 4b.—A 25 section of human finger pad; 
reduced slightly from mag. x 500. 


Fig. 5.—A 35m section of human finger pad cut 
perpendicular to the skin surface; reduced slightly 
from mag. X 415. (From Ormsby, O. S., and 
Montgomery, H.: Diseases of the Skin, Ed. 8, 
Philadelphia, Lea & Febiger, 1954, p. 31.) 
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Fig. 6.—A 25» section of human finger pad cut 
perpendicular. to the skin surface; reduced slightly 
from mag. X 200. 


Fig. 7.—A transverse, 50” section of human 
palm; reduced slightly from mag. X 350. 


fibers rising from deeper layers to form es- 
sentially two networks, one deeper than the 
other. The myelinated fibers are found pre- 
dominantly in the deeper network, from 


Fig. 8.—A 35m section of human clitoris removed 
for squamous cell carcinoma in situ showing genital 
corpuscles; reduced slightly from mag. x 122. 


which they rise at intervals to supply special 
structures. In general, the myelinated and 
nonmyelinated fibers pursue independent 
courses to their endings after they reach the 
level of the superficial nerve net. It is a 
common phenomenon to see several fine non- 
myelinated fibers traveling in the same 
sheath, a fact which has been noted by Wool- 
lard ** and by Foley.¢ Occasionally one sees 
the beading of fine fibrils which has been de- 
scribed by Weddell.* With this silver tech- 
nique it is thus possible to confirm the beau- 
tiful work of Woollard and Weddell on the 
superficial nerve nets. It is difficult to feel 
that this method has not demonstrated all 
the fibers present. 

The hederiform ending of Merkel-Ranvier 
has been found in profusion in the subepider- 
mal area of the finger pad of man. It is clearly 
seen in Figure 4a that these endings spread 
along the base of the rete ridge, apparently 
with a more or less longitudinal orientation 
with respect to the ridge. Here it is evident 
that the principal source of innervation is 
myelinated nerve which is pursuing an in- 
dependent course to the ending. In addition 
there is an accessory nonmyelinated innerva- 
tion which courses over the rete ridge to 
join with the ending. The terminations in 
Figure 4a are quite bizarre and are borne 
on nomyelinated nerve fibrils. The classical 
form of basket ending has been observed, but 
it is not the most usual ending. In Figure 45 
a closer view of these endings and _ their 
accessory innervation can be seen. The classi- 
cal form of this ending is said to be composed 
of a terminal plexus of nerves which are in 
association with a specific sensory cell. 

In the preparations presented, there ap- 
pears to be no special cell which acts as a 
receptor for the nerve ending demonstrated. 
Failure to demonstrate such an ending might 
be caused by failure to use a counterstain. 
One gets the impression that the cell which 
Merkel described as a sensory cell has been 
confused with the “cellule claire’ and the 
melanodendrocyte. The common identity of 
these latter two structures has been shown 


+ Personal communication to the author. 
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SENSORY NERVE ENDINGS IN SKIN 


conclusively by Becker, Fitzpatrick, and 
Montgomery,'* and is visible particularly 
in thick sections stained in this way. In Fig- 
ure 5 it is apparent that this ending is enclosed 
within the lower layers of the epidermis for 
some of its extent. It is remarkable how the 
enlargements of this ending resemble the 
melanodendrocytes and how the clear area 
around some of them is reminiscent of the 
“cellule claire.” 


The existence of the Meissner corpuscle 
has never been questioned. It is a question 
of great interest whether it is a variation 
of other forms of endings, as Stohr has stated. 
In order to answer such a question the de- 
tailed anatomy of these bodies must be 
studied. This study is in progress, and in 
Figures 6 and 7 one may see how these 
structures may be shown. The fihe brush- 
like endings seen in Figure 6 were dia- 
grammed by Heringa.t These endings re- 
semble markedly the classical tactile endings 
of Merkel and Ranvier. In Figure 7 the 
cross section of the bodies shows the varicose 
enlargements and interweaving of nerve 
fibers so characteristic of tactile endings. 

Encapsulated genital corpuscles of the cli- 
toris of a human female are seen in Figure 8. 
This specimen had been removed for squa- 
mous cell carcinoma in situ of the area, and 
had been in 10% formalin for more than a 
year in the Pathology Museum of the Mayo 
Clinic before it was sectioned and stained. 
These bodies have multiple myelinated and 
nonmyelinated innervation entering at dif- 
ferent levels and expanding to form a large 
ball of interwoven nerve fibers. This shows a 
cluster of these endings with similar basic 
nerve supply. Jaeger has made a helpful 
study of these bodies.*® 


No preparations are available which show 
the bodies to which temperature sensation 
has been ascribed. No Ruffini bodies or 
Krause end bulbs have been found in the 
large volume of tissue studied from the fin- 
ger pad, palm, and prepuce of man. However, 
there has been no attempt to demonstrate 
these bodies specifically. The present-day 





} Heringa, G. C., cited by Boeke.4 


physiologic methods correlate cold. sensa- 
tion with a type of ending called’a Krause 
end bulb, though it is nonencapsulated and 
does not resemble the classical description.§ 
This would be consistent with my findings to 
date. There are studies in which no endings 
have been found in cold, spots.’’ It is hoped 
that this method will end the confusion by 
allowing exact correlation between the anat- 
omy and physiology of temperature sen- 
sation. 

The body of Vater-Paccini needs no spe- 
cific elaboration, as it is visible by routine 
staining methods. Nor is there any reasonable 
doubt that it subserves pressure. The Golgi- 
Mazzoni body, on the other hand, is not so 
easily visualized. To date no example of such 
an ending has been seen in our material. 
It is recognized that such an ending has 
been described by competent observers and 
photographed in tendon,'* but its presence 
in skin requires further verification. 


SUMMARY AND CONCLUSION 


A brief discussion of the nerve supply of 
human epidermis is given. It is evident that 
many questions remain to be resolved in 
normal and pathologic skin in ‘reference to 
nerve structure. A silver impregnation meth- 
od is noted which has definite advantages in 
staining peripheral nerve, and observations 
made in the course of the development of this 
method are recorded. It is hoped that this 
method will help the dermatopathologist in- 
vestigate normal and pathologic material for 
nerve tissue and its changes. 
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USE OF COLLOIDAL OATMEAL INSIDE RUBBER GLOVES 


S. WILLIAM BECKER Jr., M.D., Chicago 
TUATHA 


Many persons with hand eczema are uncomfort- 
able while wearing rubber gloves even though they 
wear cotton gloves next to the skin. The accumu- 
lated sweat and the moist cloth appear to be the 
main causes of irritation. 

Colloidal oatmeal has a soothing effect upon the 
skin,1 and patients were instructed to dust oatmeal 
powder on their hands before putting on the gloves. 
Nine housewives who could not tolerate rubber and 
cotton gloves were made comfortable by the addi- 
tion of the oatmeal powder. The hand eczema im- 





Colloidal oatmeal powder used in this study was 
Aveeno, and some of the material was supplied by 
the Aveeno Corporation, New York. 
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proved more rapidly after the addition of oatmeal 
powder to the previous therapy. 

Certain persons (jewelers, dentists, etc.) cannot 
wear two pairs of gloves, since they must retain 
the feeling and dexterity in the fingertips. Four 
such persons tried a variety of powders inside 
rubber gloves and found that colloidal oatmeal 
powder made them most comfortable. 


SUMMARY 


A coating of colloidal oatmeal protected sensitive 
hands against the irritation of cotton and rubber 
gloves. No allergic reactions or infections were 
encountered during this therapy. 
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Comparative Study Including the New Silicone Preparations 


JOHN M. SHAW, M.D., Ann Arbor, Mich. 
and 
FRANK W. CROWE, M.D., Boise, Idaho 


PTTL LULL LLL 


Protection of the skin against contact irri- 
tants is a continuing problem in dermatology. 
Recently, the increased use of synthesized 
materials in industry and the home, such as 
the new detergents, has produced a signifi- 
cant rise in the number of patients with der- 
matoses of the hands. 

Dermatoses caused or aggravated by con- 
tact with environmental agents are often as- 
sociated with necessary daily activities, 
either on the job or at home. The worker 
must remain on the job, and the housewife 
must perform her daily tasks of laundry and 
dishwashing. ; 

To prevent cutaneous eruptions catised by 
contact irritants, a number of barrier oint- 
ments have been developed to provide a layer 
of materials on the skin which will repel 
noxious substances. These ointments are 
used both prophylactically, to prevent dry- 
ing and maceration of the skin, and thera- 
peutically, to permit healing while the daily 
work is being performed. This study is a 
comparative evaluation of the relative effec- 
tiveness of a number of these skin protectives, 
including several of the silicone-containing 
preparations. 

Ideally, protective agents should (a) pro- 
vide a true barrier against the contacting 
agent, (b) exhibit no local or systemic toxic- 





From the Department of Dermatology and 
Syphilology, University Hospital, University of 
Michigan Medical School. 


ity, (c) be easy to apply, (d) have good ad- 
herence, and (e) be harmless to equipment 
and clothing.* 

In addition to the above qualifications, the 
desirability of permitting normal tactile sen- 
sation and pliability of the skin should also be 
noted, and the preparation should be nonoc- 
clusive, permitting skin function, while at the 
same time warding off irritating materials. 
All of these desirable qualities are today 
being approached by a number of the newer 
barrier preparations, some apparently more 
effectively than others. 
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POLYDIMETHYL SILOXANE CHAIN 


Figure 1. 


At the end of World War II certain ma- 
terials were released from restricted classifi- 
cation by the Government. Among them were 
the silicones (semiorganic dimethyl poly- 
siloxanes), which have several outstanding 
attributes that distinguish them from the 
structurally similar hydrocarbons (Fig. 1). 
The inorganic member in silicones is derived 
from sand, and from this the silicones get 
resistance to heat, cold, chemicals, and 
weather—in general, stability. The organic 
member consists of one or more hydrocar- 
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bons, from which the silicones derive 
flexibility. It is this flexibility which permits 
their use in places where rigid inorganic ma- 
terials would not be suitable.” 

The most useful property of the silicones 
from the standpoint of skin-protective oint- 
ments is that of extreme water repellency. 
Other important characteristics are chemical 
resistance,® low toxicity,t and inertness, ad- 
herence, and thermal stability. These prop- 
erties have led to the development of several 
silicone-containing protective ointments 
available to the physician. Presented as 
“skin protective agents,” they have differed 
in the percentage of silicone fluids, as well 
as in the type of vehicle in which they are 
incorporated. It was felt that these differ- 
ences may well modify the degree of protec- 
tion exhibited by the mixtures against irri- 
tating or sensitizing materials. 

Apparently, a protective ointment which 
would effectively block water and water- 
miscible substances from contacting the skin 
could prevent or reduce such cutaneous dis- 
eases as “housewife’s eczema,”® soluble cut- 
ting oil dermatitis, oral commissure macera- 
tion,® irritation from colostomies, ammoniacal 
urine (diaper rash), etc.? 

A controlled study comparing the protec- 
tive efficiency of several silicone and non- 
silicone protective ointments was conducted. 
The techniques employed attempted to sim- 
ulate the actual use of these ointments in in- 
dustry and the home, but on an accelerated 
level; i. €., test conditions were importantly 
severer than the conditions normally en- 
countered in daily use. 
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TEST I—EFFECTIVENESS AGAINST SOAP AND 
WATER WASHINGS 


As soap and water dermatitis (including 
dermatitis from synthetic detergents) con- 
stitutes a rather common condition among 
women (housewife’s eczema), it was decided 
that one test should attempt to evaluate the 
protective properties of the various skin pro- 
tectives against these agents. 


Method.—A letter was drawn on ether-cleaned 
skin of the dorsum of the hand with water-soluble 
ink from a ball-point pen. The letter designated the 
protective ointment selected (A, B, C, etc., Fig. 2). 
The area was then covered with approximately 0.5 
gm. of the designated ointment. The ointment was 
rubbed in thoroughly, as would be expected in 
routine use on the job. After application of the oint- 
ment over the ink, the hands were subjected to re- 
peated vigorous washings with soap and hot water 
(Procter & Gamble white hospital bar soap). Each 
washing was timed to 30 seconds. The removal of 
the protective ointment allowed the water to reach 
the ink on the skin, and the resulting dissolution 
and removal of the ink was recorded by photo- 
graphs. The degree of protective efficiency of the 
various ointments was determined by the amount of 
washing time required to remove the ink. When 
the ink was removed in less than 30 seconds, the 
actual time in seconds was noted. 


Results (Fig. 3).—It became apparent 
that the preparation containing 30% silicones 
in petrolatum exhibited the greatest protec- 
tion against washing with soap and hot water 
in our tests. This preparation required from 
approximately one and one-fourth to more 
than five times the amount of washing that 
the other preparations did, requiring 80 sec- 
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onds of vigorous washing before the letter on 
the hand was removed. This was twice as 
long as plain petrolatum, approximately one 
and one-fourth times as long as a preparation 
containing 52.5% silicone in a bentonite base, 
and four times as long as a preparation con- 
taining silicones, nitrocellulose, and castor 
oil in a vanishing cream base. It was almost 
three times as effective as a nonsilicone- 
containing preparation (7), which is widely 
used in industry. 

Conclusions.—Silicone preparations offer 
a superior protective action against soap and 
water, as compared with nonsilicone-contain- 
ing preparations. The percentage of silicones 
has some relationship to this superiority, 
although it is quite evident that the base in 
which the silicones are presented is of equal 
or greater importance, in view of the fact 
that the preparation containing 30% silicones 
in petrolatum gave a higher degree of protec- 
tion than did the preparation containing 52% 
silicones in a bentonite base. 


TEST II—-EFFECTIVENESS AGAINST SOLUBLE 
CUTTING OIL WASHINGS 


Soluble cutting oils are widely used in in- 
dustry and are a common source of skin 
irritations. Workers using these oils are 
often highly skilled, having spent many years 
in their trade. From the standpoint of the 
workers themselves and from that of the em- 
ployers, it is most desirable to keep these men 
at their jobs. For these reasons, it was de- 
cided to conduct a study to attempt to eval- 
uate the most effective protective for the skin 
against soluble cutting oils. (Soluble cutting 
oils are not strictly oils, but rather emulsions, 
containing from 60% to as high as 95% 
water, plus oils and other substances. ) 

Method—The method used was the same as that 
for the test against soap and water washing, viz: 
A letter was drawn on ether-cleaned skin of the 
dorsum of the hand with soluble ink from a ball- 
point pen. The letter designated the ointment se- 
lected. The ares was then covered with approxi- 
mately 0.5 gm. of the designated ointment, which 
was rubbed in thoroughly, as would be expected in 
routine use on the job. After application of the 
ointment over the ink, the hands were subjected to 


repeated washings with the soluble cutting oil (in 
this case, D. A. Stuart Oil Company, Ltd.—1 part 
oil to 20 parts water). Each’ exposure consisted of 
30 seconds of brisk washing. Serial photographs 
were taken after each 30 seconds. Removal of the 
protective ointment allowed the oil to reach the ink 
on the skin, and the resulting dissolution and _re- 
moval of the ink were recorded by photographs. If 
removal occurred prior to 30 seconds, the time was 
recorded. 


Results (Fig. 4).—The ointment contain- 
ing 30% silicones in a petrolatum base re- 
quired 120 seconds of vigorous washing with 
soluble cutting oils to obliterate the mark on 
the hand. This was 20% greater than the 
second place ointment (H), which permitted 
removal of the mark in 100 seconds, and al- 
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most twice as long as the third place (S) 
which permitted removal of the mark in 65 
seconds. The protection provided by the 
ointment containing 30% silicones in petro- 
latum was almost five times as great as that 
provided by preparation B, containing sili- 
cones, nitrocellulose, and castor oil, and twice 
that provided by petrolatum alone. 
Conclusions. — In protecting the skin 
against soluble cutting oils, apparently the 
ointment containing 30% silicones in petrola- 
tum exhibited the greatest protection, as 
measured by washing time in seconds to re- 
move the mark on the back of the hand. It 
should be noted that plain petrolatum gave 
protection equal to or greater than that of 
most of the protectives tested and that the 
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ointment containing 30% silicones in petro- 
latum provided twice the protection of plain 
petrolatum. From this it can be assumed that 
the protective properties of the base in which 
the silicones are incorporated importantly 
influences the protective properties of the 
preparation. It is also apparent that bases of 
the vanishing cream type, which are actually 
emulsions of oil and water, provided the least 
protection. This fact might be explained on 
the basis that emulsions are more easily re- 
moved by aqueous substances than are hydro- 
carbons. It should also be noted that while 
the plain petrolatum remained “greasy” 
throughout the washing test, such greasiness 
disappeared after 30 seconds of washing 
when the ointment containing 30% silicones 
in petrolatum was used. This fact is signifi- 
cant regarding a skin protectant, particularly 
when such greasiness on the hands is objec- 
tionable, from the point of view of efficiency 
in handling work in process or of cleanliness 
in handling blue prints, etc. It became ap- 
parent in our study that, when the hands 
were protected with the ointment containing 
30% silicones in petrolatum, any greasiness 
could easily be removed by wiping the hands 
with waste or a soft cloth. It was then pos- 
sible to handle papers or other materials 
without staining them. 


TEST III—EFFECTIVENESS AGAINST HEAVY 
CUTTING OILS . 


The miscibility of the silicones in gasoline, 
kerosene, carbon tetrachloride, naphthene de- 
rivatives, and other fractionated petroleums 
suggested that the silicones might be of less 
value against heavy cutting oils, Stoddard’s 
solvent, etc. These materials required a dif- 
ferent testing method. 


A dime-sized area on the dorsum of the hand was 
painted with phenolphthalein. (Phenolphthalein, a 
water-soluble acid-alkali indicator, remains color- 
less in the presence of acid and turns pinkish or 
purplish in the presence of an alkali.) 

After the phenolphthalein indicator had dried, ap- 
proximately 0.5 gm. of protective ointment was ap- 
plied, as previously described. Dilute potassium 
hydroxide poured over the Silicote-covered area 
produced a few pinpoint purple spots. (Note: This 


382 


demonstrates that the ointment had picked up small 
amounts of the indicator but still had formed a film 
over the phenolphthalein patch.) 


The area was then subjected to exposure to three 
heavy cutting oils and one solvent (Stuart Oil Com- 
pany, Ltd., Nos. 7390 ana 7325, Socony-Vacuum 
0-150, and Socony-Vacuum “Solvasol” No. 5). The 
oils were applied to the backs of the hands for a 
total of two minutes, then wiped off. 


The reapplication of dilute potassium hy- 
droxide produced a well-outlined purple spot 
confined to the dime-sized area in all cases 
of both silicone and nonsilicone protectives, 
indicating that the ointments had been 
washed away. Apparently none of the pro- 
tective agents tested can withstand the two 
minutes’ exposure to the heavy cutting oils 
and solvents. 


SUMMARY AND CONCLUSIONS 


Tests were conducted to show the com- 
parative effectiveness of several protective 
ointments, and two of those containing sili- 
cones gaves the best results. It became appar- 
ent that the vehicle in which the silicone was 
incorporated influenced to a marked degree 
the efficiency of the tested ointments. The 
most effective protection was provided by 
the mixture of 30% silicones in petrolatum. 
This exhibited twice the protection of petro- 
latum alone. The mixture of 52.5% silicones 
in bentonite was more efficient than the same 
percentage of liquid petrolatum in bentonite. 
It was found that the mixture of silicone, 
nitrocellulose, and castor oil in vanishing 
cream was of no greater protection than van- 
ishing cream alone. The nonsilicone commer- 
cial protective ointments were of little value 
against soap and hot water and soluble cut- 
ting oil exposures. No currently available 
“protective” ointment provides an adherent 
barrier against petroleum solvents or insol- 
uble cutting oils. The repeated washings dis- 
closed the fact that all the protective oint- 
ments can be removed with soap and water 
after varying lengths of time, indicating the 
need for reapplication as required for any 
particular activity. 
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Extension of results of these tests suggests 
that 30% silicones in petrolatum provides a 
superior protective against a wide range of 
aqueous materials. Further studies pertaining 
to particular aqueous irritants in industry 
are suggested. 
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ANNOUNCEMENTS 


International Congress of Dermatology.—Dr. Sven Hellerstrom, Secretary General of 
the International Committee, has announced that the 11th International Congress of Dermatology 
will take place between July 31 and Aug. 5, 1957, in Stockholm. 


Industrial Dermatitis Symposium.—The American Society of Lubrication Engineers will 
feature a Symposium, “Skin Diseases Due to Cutting Oils and Lubricants,” during their 10th 
Annual Meeting and Lubrication Exhibit in the Hotel Sherman, Chicago, April 13, 14, and 15, 
1955. <3 

The Chairman and Moderator~of this Symposium will be Dr. Clarence S. Livingood, 
Physician-in-Charge, Division of Dermatology, Henry Ford Hospital, Detroit. 

The panel will consist of the following: Dr. Donald J. Birmingham, Senior Surgeon, Chief 
Dermatologist, U. S. Public Health Service, Cincinnati, who will discuss the “Scope and 
Incidence of Dermatoses Due to Cutting Oils,” and “The Prevention of Cutting Oil Dermatoses” ; 
Dr. John M. Shaw, Instructor in Dermatology, University Hospital, Ann Arbor, Mich., who 
will cover the “Composition and Action of Protective Ointments”; Dr. &. A. Irvin, Medical 
Director, Ford Motor Company, Dearborn, Mich., who will present, “Dermatitis—A Problem to 
Industry”; Dr. L. F. Weber, Clinical Professor of Dermatology, College of Medicine, University 
of Illinois, and Consultant, who will present, “Skin Diseases Due to Cutting Oils in Industry” ; 
Dr. W. Clifford Witham, Supervisor of the Organic Chemistry Section, Armour Research 
Foundation, Chicago, who will discuss “Chemical Compositions of Lubricating Oils, Cutting Oils, 
and Petroleum Solvents”; Mr. Mark L. Beardslee, Plant Metallurgist, Detroit Diesel Engine 
Division, General Motors Corporation, Detroit, who will present the paper, “Conditions That 
Contribute to Industrial Dermatitis,” and Mr. Noble H. Schell, Lubrication Engineer, Fort 
Wayne Works, International Harvester Company, Fort Wayne, Ind., who will speak on, 
“Prevention of Industrial Dermatitis in a Large Motor Truck Plant.” 

Attendance at both the Symposium and the 10th Annual Meeting of the Society is open to all 
interested in the field of industrial lubrication and its related subjects. Registration will take 
place on the mezzanine floor of the Hotel Sherman, beginning Tuesday afternoon, April 12, and 
9:00 a.m. each morning, April 13, 14, and 15, 1955. Registrants may attend the Symposium 
and any of the other 16 sessions that are on the program. Registration fees will be $3.00 for 
ASLE members, and $5.00 for guests. 
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TIOVUNTIAIVUU TARA 


In patients having primary and secondary 
syphilis, adequately treated, the Treponema 
pallidum immobilization (TPI) test and 
other serologic tests for syphilis (STS) may 
be reactive or nonreactive.* The test results 
to some extent depend on the length of time 
after treatment the blood was drawn, the 
individual’s response to treatment, and the 
stage of his treatment. It has been observed 
that the TPI test generally remains reactive 
for longer periods of time after treatment 
than the commonly used STS.+ 

This study of patients with treated early 
symptomatic syphilis was undertaken to com- 
pare the reactivity of the TPI test, as mod- 
ified,® with the VDRL slide test quantitative. 
Also, attempts were made to ascertain tem- 
poral relationships of results of the TPI test 
and the VDRL slide test to adequate treat- 
ment for the disease in its dark-field positive 
stages. 

CLINICAL MATERIAL 


One hundred eighty-eiglt patients, who 
had been diagnosed at some time by clinical, 
dark-field, and serologic examinations as 
having primary or secondary syphilis and 
had been adequately treated with a penicillin 
preparation, were studied. These were out- 
patients in studies conducted by the United 
States Public Health Service and/or the 





Associate Director, Venereal Disease Research 
Laboratory (Dr. Edmundson); Venereal Disease 
Control Officer, Chicago Board of Health (Dr. 
Kamp) ; Director, Venereal Disease Research Lab- 
oratory (Dr. Olansky). 

* References 1 to 3. 

+ References 2 and 4. 
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Chicago Board of Health venereal disease 
clinic. Blood was collected in sterile B-D 
Vacutainers and mailed to the Venereal 
Disease Research Laboratory for serologic 
testing. 

None of the patients had had TPI tests 
prior to treatment, since the test was not 
available to the clinics at the time of insti- 
tution of treatment. 


LABORATORY METHODS 


The VDRL slide test quantitative was per- 
formed as described in the “Manual of Sero- 
logic Tests for Syphilis,” * and the. TPI test 
was performed with the Nelson and Mayer 
technique * as modified by Portnoy, Harris, 
and Olansky.® 

The term reactivity as used in this study 
means any reactivity (less than 1 dil. or 
more) in the VDRL slide test quantitative, 
and doubtful or positive reactions in the TPI 
test (qualitative). 

RESULTS 


In Table 1 the results obtained in the 
VDRL slide test quantitative and the TPI 
test are presented in 77 patients having 
treated primary syphilis. The patients are 
listed according to the number tested at vari- 
ous time intervals, in years, after adequate 
penicillin therapy. The patients are presented 
in a manner to show the number reactive in 
both tests, one test, or neither test. No pa- 
tients were serially tested. 

It can be seen in Table 1 that, in three 
months after adequate treatment, of the seven 
patients with primary syphilis who were 
tested, one was reactive in the VDRL slide 
and also was TPI reactive. At six months 
the five patients tested were negative in both 
tests. At one year, 1 patient of the 11 tested 





tSupplied by Becton-Dickinson Company, 
Rutherford, N. J. (tube types S-3204, S-3208.) 
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was TPI reactive and VDRL negative, and 
1 was VDRL reactive and TPI negative. 
Of the remaining 54 patients, tested at one 
and a half years to more than four years 
after treatment, 3 were TPI reactive and 
VDRL negative ; none were VDRL reactive 
and TPI negative. Of the total 77 patients 
tested at varying periods of time after treat- 
ment for primary syphilis, 7 (9.1%) were 
TPI reactive, of which 1 was VDRL re- 
active; 2 (2.6%) were VDRL reactive, of 
which 1 was TPI reactive. 

In Table 2 the results of the VDRL slide 
test and TPI test are compared at varying 
periods of time after treatment for secondary 
syphilis. No patients were serially tested. 
At three months after treatment, all seven 
patients tested were VDRL reactive, one of 
whom was TPI negative. At six months, 15 
of 25 patients tested were VDRL reactive, 
of whom 3 were TPI negative; 5 patients 
were TPI reactive and VDRL negative. At 
one year after treatment, six patients were 
VDRL reactive, of whom one was T PI nega- 
tive, and three were TPI reactive but VDRL 
negative. Of the remaining 68 patients tested 


Taste 1.—Results of VDRL Slide and TPI Tests 
Compared at Varying Periods of Time After 
Treatment for Primary Syphilis 








Post- 

Treat- TPI 
ment oO 

Observa- Reac- Nega- 


a 
VDRL_ tive tive Total 


tion, Yr. 

% Reactive* 1 1 0 7 
Negative 6 2 4 

% Reactive 0 0 0 5 
Negative 5 0 5 

1 Reactive 1 0 1 ll 
Negative 10 1 9 

1% Reactive 0 0 0 2 
Negative 2 0 2 

2 Reactive 0 0 0 8 
Negative 3 1 2 

3 Reactive 0 0 0 1 
Negative 1 0 1 

4 or more Reactive 0 0 0 48 
Negative 48 2 46 

Total Reactive 2 1 1 77 

(2.6%) (1.8%) (1.3%) (100%) 
Negative 7 


75 6 69 
(97.4%) (7.8%) (89.6%) 


7 70 
(9.1%) (90.9%) 





* Reactive includes cases reactive to dilutions of less 
oor *, ag more in the VDRL; doubtful or positive in the 
est. 


Tas_e 2.—Results of VDRL Slide and TPI Tests 
Compared at Varying Periods of Time After 
Treatment for Secondary Syphilis 








Post- 
Treat- TPI 
ment ——_7 
Observa- Reac- Nega- 
tion, Yr. VDRL _tive tive Total 
% Reactive 7 6 1 7 
Negative 0 0 0 
% Reactive 15 12 3 24 
Negative 9 5 4 
1 React've 6 5 1 12 
Negative 6 3 3 
1% Reactive 1 1 0 7 
Negative 6 2 4 
3 Reactive 1 1 0 5 
Negative 4 1 3 
3 Reactive 0 0 0 4 
Negative 14 5 9 
4 or More Reactive 3 3 0 42 
Negative 39 7 82 
Total Reactive 33 28 5 lll 
(29.7%) (25.2%) (4.5%) (100%) 
Negative 


78 23 55 
(70.38%) (20.7%) (49.5%) 
51 60 
(45.9%) (54.1%) 





more than one year after treatment, 20 were 
TPI reactive, of whom 5 were VDRL nega- 
tive; there were no VDRL reactive-TPI 
negative patients. Of the total 111 patients 
with treated secondary syphilis tested at the 
stated periods of time (three months to more 
than four years) after treatment 51 (45.9%) 
were TPI reactive and 33 (29.7%) were 
VDRL slide test reactive. 


COMMENT 


Presence of TPI test reactivity in patients 
with primary syphilis varies according to the 
duration of infection. Magnuson and 
Thompson ? reported that 11 of 22 primary 
patients in their study showed reactive TPI 
results. In our experience * serums from 14 
of 30 patients with primary syphilis gave 
TPI reactivity. With adequate treatment in 
early stages of syphilis, TPI reactivity tends 
to disappear in most patients. Table 1 indi- 
cates that the TPI and VDRL test results 
follow similar courses after treatment for 
primary syphilis, though not necessarily 
simultaneously. 

It was noted (Table 2) that in patients 
with treated secondary syphilis at one year 
and longer after treatment the relative num- 
ber of TPI reactive patients gradually de- 
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creased from 50% of the number examined 
at one year to 25% reactive at four or more 
years after treatment. The VDRL slide test 
became negative after one year in all but a 
few patients (7.4% reactive after one year). 
It appears that in about half of the patients 
with treated secondary syphilis the TPI test 
remains reactive for relatively long periods 
of time, some possibly becoming negative 
slowly. (In the series of patients with un- 
treated secondary syphilis tested in Part I,’ 
all patients were found TPI reactive before 
treatment.) Again it was found in the treated 
secondary syphilis group that there was a 
greater tendency for TPI reactive-VDRL 
negative specimens to occur; a few patients 
(4.5% ) were VDRL reactive-TPI negative, 
especially within a year after treatment. 

It is not known whether the TPI reactivity 
in any of these patients represents persistence 
of antibody due to syphilitic infection prior 
to the one for which treatment was given or 
to a syphilitic infection acquired after the 
infection which was recorded and treated. 
It is presumed that the infection recorded 
here may have been a reinfection in a few 
patients, and that another infection may have 
been acquired and treated during the obser- 
vation period in a few others. These occur- 
rences appear to be out of clinical control or 
possible knowledge of the clinician under 
outpatient conditions. 

The dissociation of the TPI and VDRL 
slide test results which may occur after treat- 
ment of early symptomatic syphilis again 
points out the necessity for the clinician to 
carefully question his patient regarding signs, 
symptoms, and treatment for syphilis before 
attempting to interpret serologic test (STS 
or TPI) results. It is apparent that both the 
STS and the TPI test are valuable aids in 
the diagnosis of syphilis, past or present, but 
knowledge of their behavior in both treated 
and untreated syphilis is required for their 
proper interpretation. 


SUMMARY AND CONCLUSIONS 


After treatment for primary syphilis, the 
VDRL slide and TPI test results may be 
expected to become rapidly negative, al- 
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though in a few patients either test may re- 
main reactive for relatively long periods of 
time, especially the TPI test. 

After treatment for secondary syphilis, the 
VDRL slide test becomes nonreactive in 
approximately 50% of the patients at about 
one year and the TPI test at about one and 
a half years; the remaining VDRL reactive 
patients tend to become nonreactive more 
quickly than the remaining TPI reactive pa- 
tients. Either or both tests may remain 
reactive after adequate penicillin treatment, 
although the TPI test has a definite tendency 
to remain reactive for a longer period of time 
than the VDRL slide test. 

In interpreting the significance of results 
of serologic testing with the VDRL slide test 
and/or the TPI test in a particular patient, 
the clinician requires specific knowledge of 
the patient’s history of antisyphilitic treat- 
ment, especially that given during the early 
symptomatic stages of the disease. 
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NULL AU 


In previous publications it has been re- 
ported that the Treponema pallidum immo- 
bilization (TPI) test may be expected to be 
reactive in untreated or treated late syphilis.* 
This study of seroreactivity in patients hav- 
ing untreated and treated late syphilis was 
undertaken to compare the sensitivity in late 
syphilis of the TPI test, as modified by 
Portnoy, Harris, and Olansky, with other 
serologic tests for syphilis, e. g., Kahn quan- 
titative, Kolmer (cardiolipin) quantitative, 
and VDRL slide flocculation test quantita- 
tive. 

CLINICAL MATERIAL> 


One hundred and twenty patients having 
untreated or treated late syphilis were 
selected from inpatients and outpatients at- 
tendant at the Delgado Outpatient Clinic, 
New Orleans; Board of Health venereal dis- 
ease clinic, Chicago ; Mayo Clinic, Rochester, 
Minn.; and Macon County Health Depart- 
ment, Tuskegee, Ala. In all patients, spinal 
fluid examinations had been performed at 
some time, and serologic tests for syphilis 
were performed at the Venereal Disease Re- 
search Laboratory at the time of selection. 
Whole blood specimens from the patients 





Associate Director, Venereal Disease Research 
Laboratory (Dr. Edmundson) ; Director, Venereal 
Disease Research Laboratory (Dr. Olansky) ; Medi- 
cal Officer in Charge, Delgado Outpatient Clinic 
(Dr. Wood); Venereal Disease Control Officer, 
Chicago Board of Health (Dr. Kamp). 

* References 1 to 5. 


were mailed in sterile B-D Vacutainers + 
from the clinics to the Venereal Disease Re- 
search Laboratory. 


LABORATORY METHODS 


The serologic tests for syphilis (STS), 
i. e., the Kahn quantitative test, the Kolmer 
(cardiolipin) quantitative test, and the 
VDRL slide flocculation quantitative test, 
were performed as described in the “Manual 
of Serologic Tests for Syphilis.” * Reactive 
results included those which were positive, 
weakly positive, and doubtful in any of these — 
tests. 

The TPI test was performed with the Nel- 
son and Mayer technique’ as modified by 
Portnoy, Harris, and Olansky.* Doubtful or 
positive results in the TPI test (qualitative) 
were termed reactive. 

The spinal fluid examinations were per- 
formed at the laboratory associated with the 
referring clinic at the time of diagnosis in 
those patients who had been previously 
treated, and at the Venereal Disease Re- 
search Laboratory in those patients pre- 
viously untreated. The serologic tests per- 
formed on the spinal fluid varied, therefore, 
with the techniques in use at the various 
laboratories at the time of examination of 
the spinal fluid, but all were Kolmer-Wasser- 
mann techniques. Total protein determina- 
tions are omitted from the documentation 
because of the lack of uniformity in tech- 
niques of the various laboratories, and also 
because many of these determinations were 
not available. Cell counts on spinal fluid 
specimens were performed at the respective 
referring clinic. 





+ Supplied by Becton-Dickinson Company, Ruth- 
erford, N. J. 
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RESULTS 


In the Table, Section A, a summary of the 
61 patients who had been diagnosed at some 
time as having, or having had, symptomatic 
central nervous system syphilis and gumma { 
is presented. Of these patients (80.3% hav- 
ing been’ previously treated), 51.7% were 
reactive in the Kahn quantitative test, 71.7% 
were reactive in the VDRL slide floccula- 
tion quantitative test, 83.3% were reactive 
in the Kolmer (cardiolipin) test quantita- 
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logic test in spinal fluid tests, the cell counts 
had been definitely elevated (e. g., 32, 57, 
and 57 cells per cubic millimeter). 

In the Table, Section C, the total number 
(105) of patients with central nervous sys- 
tem syphilis are tabulated. In order of re- 
activity, the TPI test was 98.1% reactive; 
the Kolmer (cardiolipin) , 90.0% ; the VDRL 
slide, 81.7%, and the Kahn test, 68.6% 
reactive in this group of patients. In the 
total (120) of patients with late syphilis 


s 


Summary of Clinical and Laboratory Findings in Patients with Late Syphilis 














Number Number Reactive Blood Serum (in 1953) 
with rH A ~ Spinal Fluid 
Previous Kolmer- 
Number Treatment Kahn Kolmer (ce) VDRL TPI Wassermann 
A. Symptomatic central 
nervous system 
syphilis and gumma 
PMR Seis Wiesbhawnin seven 11 11 7/11* 9/10 9/11 10/11 11/11 
Taboparesis ............ 5 5 8/5 8/4 4/5 5/5 6/5 
Tabes dorsalis .......... 26 18 9/23 18/23 (2)t 15/25 26/26 18/26 
Complicated CNS ...... 5 8 3/5 4/4 (1)t 3/5 5/5 5/5 
Meningovascular ....... 8 7 4/8 7/7 8/8 8/8 8/8 
Meningeal .............: 2 2 1/2 1/2 1/2 2/2 2/2 
SIG iso ved hs ek vases 4 3 3/4 3/4 3/4 3/4 0/4 
GE Wace is cbs kas ck vhanewe 61 49 30/58 45/54 43/60 59/61 49/61 
Percentage ............. 100.0 80.3 51.7 83.3 71.7 96.7 80.3 
B. Asymptomatie central 
nervous system syphilis... 44 28 40/44 36/36 (3)t 42/44 44/44 41/44 (1)t 
Percentage ..2....56550% 100.0 52.3 90.9 100.0 95.5 100.0 93.2 
C. Total central nervous 
system syphilis ........... 105 72 70/102 81/90 85/104 103/105 90/105 
Percentage ............- 100.0 68.6 68.6 90.0 81.7 98.1 85.7 
D. Cardiovascular syphilis... 15 8 4/12 7/13 7/13 15/15 0/15 
Percentage ©. ...66.0cseee 100.0 53.3 33.3 53.8 53.8 100.0 0.0 
E. Total patients with 
late syphilis .............. 120 80 74/114 88/103 92/117 118/120 90/120 
Percentage ............. 100.0 66.7 64.9 85.4 78.6 98.3 75.0 
*7 eases reactive of 11 eases tested. 
t Figure in parentheses indicates ber of anti pl taries included. 





tive, and 96.7% were reactive in the TPI 
test. 

In the Table, Section B, 44 patients having 
asymptomatic central nervous system syph- 
ilis are recorded, of whom 21 had had no 
previous treatment, and 23 had been treated. 
The Kahn test was reactive in 90.9% and 
the VDRL slide test in 95.5% of the patients ; 
the Kolmer (cardiolipin) and TPI tests were 
reactive in all the blood specimens tested. In 
the three patients having a negative sero- 





+ Gumma of naso-oral cavity in three patients ; 
of the liver in one patient. 
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(Table, Section E) the TPI test was 98.3% 
reactive; the Kolmer (cardiolipin), 85.4%; 
the VDRL slide, 78.6%, and the Kahn test 
was reactive in 64.9% of the patients. 

In the Table, Section D, the findings in 
15 patients having cardiovascular syphilis 
(diagnosed in 1953) are listed. Of these pa- 
tients, seven were previously untreated, 
eight were considered inadequately. treated, 
and one had been adequately treated. In this 
series, the Kahn test was 33.3% reactive; 
the Kolmer (cardiolipin) and VDRL slide 
tests were 53.8% reactive; the TPI test was 





} 
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reactive in all the patients examined. In the 
patients with central nervous system syphilis 
and gumma the amount of treatment gener- 
ally was greater than in those with cardio- 
vascular syphilis. 


COMMENT 


The TPI test, as modified, was found to 
be reactive in 98.3% of 120 patients with 
clinically documented untreated and treated 
late syphilis. It is emphasized that the clini- 
cal diagnoses in this group of patients does 
not necessarily reflect the present status of 
syphilis infection in these patients but rather 
that at one time (past or present), the pa- 
tient was diagnosed as having had late symp- 
tomatic, or asymptomatic, central nervous 
system syphilis. For this reason, none of 
these serologic tests was considered here to 
be a test for activity of syphilitic infection, 
but rather as additional evidence that syphilis 
is or has been present in the patient. 

The high reactivity rate of the TPI test 
as found in this group of patients confirms 
the impression of Moore and Mohr ® that “in 
treated late syphilis . . . the treponemal im- 
mobilizing antibody usually does not dis- 
appear from the serum.” In the two patients 
with late syphilis in whom we could not 
demonstrate TPI antibody, one, a~67-year- 
old white man, was diagnosed in 1928 clini- 
cally, serologically, and by spinal fluid ex- 
amination, as having early paresis. He was 
treated adequately with arsphenamine and 
malaria at that time. Presently, he is nega- 
tive, serologically, to the Kahn, Kolmer 
(cardiolipin), and VDRL slide tests, as well 
as the TPI test.” A spinal fluid examination 
performed in 1948 was negative, and has 
not been repeated. 

The other patient, a 55-year-old white 
woman, was diagnosed in 1951 as having 
gumma of the palate and was treated ade- 
quately with penicillin. She was known to 
have had a positive serologic test for syphilis 
in 1942 when she had a cerebrovascular acci- 
dent. In 1953, her STS was strongly reactive 
(positive, 32 Kahn units, 32 Kolmer units, 
16 dil. in the VDRL slide test). The spinal 


fluid examination was negative in 1953, as 
was the TPI test on her blood serum. 

This work also confirms the results of 
Nelson and associates,» Magnuson and 
Thompson,' Durel, Sausse, and Borel,® and 
Miller and associates,t who found in their 
patients with untreated and treated late 
syphilis that the TPI test generally was 
reactive. 

In that the TPI test is most frequently 
reactive of the tests used in this study in 
patients with late syphilis, it would seem 
that it would be of value as a diagnostic aid 
in patients presenting signs which are sus- 
pected manifestations of late syphilis, but 
in whom the other serologic tests are not 
corroborative. Such occurrences might be 
expected in tabes dorsalis and cardiovascular 
syphilis, since in these types the serologic 
tests (STS) were found to be nonreactive 
in a significant proportion of the patients 
studied. 


SUMMARY AND CONCLUSIONS 


Among 120 patients with untreated and 
treated late syphilis (central nervous sys- 
tem, gumma, and cardiovascular), the TPI 
test, as modified by Portnoy, Harris, and 
Olansky, was found reactive in 98.3% of 
the patients examined. The TPI test was 
reactive in a significantly higher percentage 
of these patients than the Kahn quantitative 
(64.9%), the VDRL slide flocculation test 
quantitative (78.6%), or the Kolmer (car- 
diolipin) quantitative test (85.4%). 

It is suggested that the TPI test would 
be valuable as a diagnostic aid in patients 
suspected of manifesting late signs of syphilis 
in whom the commonly used serologic tests 
for syphilis (STS) are not corroborative. 
This would apply particularly to patients 
having cardiovascular syphilis and tabes 
dorsalis. 
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HULU 


The purpose of this paper is to demon- 
strate the effects of high-energy electron 
therapy upon the clinical skin manifestations 
of a group of patients with atopic dermatitis, 
disseminated neurodermatitis, generalized 
exfoliative dermatitis, and psoriasis. 


MATERIAL AND METHODS 


A compressed gas insulated electrostatic ac- 
celerator of the Van de Graaff type produced the 
high-energy electrons or cathode rays. The High 
Voltage Research Laboratory at the Massachusetts 
Institute of Technology, Cambridge, Mass., made 
available its equipment and facilities for these 
studies. 

The electrons emerge from the tube extension 
of the Van de Graaff accelerator in a treatment 
room below the instrument. The electron stream 
finally passes through a narrow slit at the bottom 
of a cone, 1 meter long, and emerges as a down- 
ward directed ribbon of electrons through which 
the patient is passed (Figure). 


Trump and Van de Graaff * showed that 
the biologic effects of high-energy cathode 
rays and roentgen rays are similar, since the 
ionization produced in tissues is mostly the 
effect of electron interaction in each case. 
Whereas the biologic effects are closely re- 
lated, the great advantage of using high- 
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Wright). 
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energy electrons in superficial lesions of the 
skin results from the fact that the ionizing 
energy can be uniquely localized to a depth 
of the first 10 mm. of the skin. This is the 
range of depth at which much of the actual 
pathologic change of superficial malignant 
and nonmalignant skin lesions exists. This is 
especially true when one observes the cellular 
infiltrate in certain stages of mycosis fun- 
goides, psoriasis, atopic dermatitis, and gen- 
eralized exfoliative dermatitis. When high- . 
energy electrons, accelerated by 2,500,000 
volts, are used, it can be shown that the 
biologically effective range is limited to the 
first 10 mm. of the tissue. A negligible 
amount of energy penetrates below a 13 mm. 
depth. Superficial skin lesions may be treated 
extensively at one sitting without damage to 
underlying tissue. The depth of treatment 
can be increased or reduced by making cor- 
responding changes in the electron voltage. 
In the dosage range used in this group of' 
patients, no untoward effects have been noted 
on the skin. The longest follow-up period in 
this group of patients is 30 months. 


SELECTION OF PATIENTS 


The patients selected were suffering from resist- 
ant types of atopic dermatitis, disseminated neuro- 
dermatitis, exfoliative dermatitis, and psoriasis. 
Among the seven patients treated, six were over 
50 years of age and only one patient was under 30. 
Before this therapy was considered, these patients 
had received all the standard investigative and 
treatment procedures which offered any hope in 
their particular disorders. Some had had cortico- 
tropin (ACTH) and cortisone therapy and had 
become resistant. Several had had superficial x-ray 
therapy, with only transient amelioration of the 
disorder. In every instance the disease had become 
chronic, progressive, and disabling. Each patient 
had been hospitalized, studied, and treated on 
several occasions, with no real benefit. Over a two- 
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year period seven patients who presented widespread 
nonmalignant cutaneous disease characterized by 
chronicity, disability, and refractoriness to pre- 
viously known methods of treatment were chosen. 


TECHNIQUE 


The patient, dressed in a cotton gown, is brought 
to the treatment room below the high-energy elec- 
tron generator and placed on a motor-driven bed 
which exposes the entire body surface at one sitting. 
The motorized bed travels at a uniform speed of 
6 ft. per minute, and the output of the electron 
source is adjusted to the desired dose. Since the 
electrons emerge from a cone which is 50 cm. 
wide, an entire body surface may be treated at one 
sitting, exposing the anterior surface at one traverse, 
the posterior surface at another, and the flanks, if 
necessary, at a third and fourth traverse of the bed 
under the machine. As most of these patients had 
involvement of the general cutaneous surface, 





Arrangement for treating extensive superficial 
dermatoses with high-energy cathode rays. 


the method just mentioned was in regular use. It 
is possible, however, to localize on a particular area 
of involved skin and shield uninvolved areas with 
plywood of. suitable thickness. 


REPORT OF CASES 
Case 1.—Atopic Dermatitis 


L. B., a white single woman, age 28, came to 
the clinic Nov. 30, 1953. Infantile eczema appeared 
at the age of 6 weeks and persisted through age 5 
years. There were intermittent exacerbations and re- 
missions during grammar school, and then the condi- 
tion subsided until she was 17. In the last 10 years 
she has had conservative superficial roentgen 
therapy to the affected areas. Numerous topical 
applications, antihistaminics, and an eight-month 
sojourn in the Southwest were ineffective. The skin 
presented the classic picture of extensive atopic 
dermatitis. The physical examination was normal. 
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Laboratory studies were negative or within normal 
limits. 

Course.—In December, 1953, cathode ray treat- 
ments were given daily for eight days to the body 
and the involved areas on the hands, wrists, lower 
legs, and feet, with the exception of the soles. The 
erythema subsided, the skin became soft and 
flexible, and much of its edema disappeared within 
four days. One of the areas of striking improvement 
was the skin of the breasts, which initially was dry, 
wrinkled, and fissured, and which became soft and 
elastic, within a few days after the beginning of 
cathode ray treatment. On examination 10 months 
after treatment the patient was in a satisfactory 
remission. 


Case 2.—E-xfoliative Dermatitis Due to Ragweed 
Oil and Penicillin Hypersensitivity 

H. B., a white married man, age 56, an outdoor 
railroad worker, had suffered a seasonal dermatitis 
for 17 years. The eruption usually appeared about 
Aug. 1 and always cleared with the first killing 
frost. Localization was always on the exposed areas 
of the face and arms. In recent years it had con- 
tinued beyond the time of the first killing frost. By 
January, 1953, the eruption had become generalized, 
and he had been forced to stop work for six weeks. 

The patient was first seen Jan. 20, 1953, and was 
hospitalized until Feb. 8, 1953. Physical examination 
revealed a generalized erythroderma with moderate 
infiltration, oozing, and scaling. Numerous lymph 
nodes were palpable in the axillae and groin. There 
was almost complete hair loss on the scalp. A brief 
course of corticotropin therapy was given, followed 
by marked improvement of the skin eruption. The 
corticotropin was discontinued because of the 
presence of mitral stenosis and rapid accumulation 
of fluid at the ankles and in the pleural cavities. It 
was suspected that he had ragweed oil dermatitis, 
and, prior to discharge from the hospital, a patch 
test was positive. Patch tests to other pollen oils and 
common contact agents were negative. Ragweed 
oil desensitization was begun. 

An injection of penicillin for an upper respiratory 
infection was followed within 24 hours by a severe 
generalized eruption, for which the patient was re- 
admitted to the hospital on April 16, 1953. Because 
steroid therapy previously had caused annoying 
fluid retention, and because he was taking digitalis, 
it was thought’ that further steroid therapy was 
contraindicated. Six over-all body exposures to 
cathode rays were given. Response was excellent, 
and the entire skin surface cleared within three 
weeks. He has remained well and is now taking 
ragweed oil injections, which successfully protected 
him during 1953. The follow-up period of remission 
is 17- months. 

Case 3.—Exfoliative Dermatitis 


I. H. W., a white man, age 79, a caretaker, was 
referred by his local dermatologist. In October, 
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1948, an eczematous eruption of both anterior 
tibial regions developed, for which he was treated 
with a number of lotions and ointments and super- 
ficial x-rays. Subsequently, a generalized eruption 
developed, probably attributable to a local prepara- 
tion which was prescribed. He was given cortico- 
tropin intramuscularly. 

The pathologic report of skin from an infiltrated 
area was neurodermatitic reaction with no evidence 
of mycosis fungoides or other lymphomatous 
changes. At the termination of hospitalization, lobar 
pneumonia and heart failure developed and were 
controlled by administration of antibiotics and digi- 
talis. The generalized exfoliative dermatitis con- 
tinued. 

The patient was seen at the Lahey Clinic April 
29, 1953. A diffuse indurated scaly erythroderma 
involved almost the entire integument with the 
exception of the palms and soles. There were 
scattered lymph nodes in the axillary and groin 
areas. 


Course.—The patient was hospitalized and placed 
on a cardiac regimen. Use of corticotropin or corti- 
sone was inadvisable in the presence of heart 
failure, which was being controlled by cardiac 
measures. Cathode ray exposure was given daily 
for six days. Within three weeks after his return 
home, the eruption had subsided about 80%, and, 
with it, the accompanying pruritus. The patient’s 
course has been followed since that time at intervals 
of one month. He works every day and is fairly 
comfortable. Follow-up period is 16 months. 


Case 4.—E-xfoliative Dermatitis 


C. H. W., a white man, age 68, reported that a 
skin eruption on the right flank had~developed in 
1941 and had gradually spread over the entire body 
surface in four weeks. The eruption was character- 
ized by diffuse erythema, scaling, and infiltration 
of the skin. There were remissions and exacerba- 
tions of the dermatitis. He was seen by a number of 
physicians, and a diagnosis of exfoliative dermatitis 
of undetermined origin was made. Numerous skin 
biopsies verified this diagnosis. 

The patient came to the clinic June 23, 1947. 
Physical examination revealed that he was well 
developed and well nourished. The skin was in- 
volved in a generalized dermatitis characterized by 
superficial redness and moderate infiltration, ac- 
companied by diffuse branny scaling. Laboratory 
studies, which included blood and urine examina- 
tions and determinations of total protein and 
albumin-globulin ratio, were normal. The diagnosis 
of exfoliative dermatitis was verified by the clinical 
examination and a review of the previous skin 
biopsies. For four years this patient was treated 
with bland ointments and high-protein and vitamin 
intake, without alteration in the course of the 
generalized dermatitis. He was then treated with 
cathode rays, the entire body being exposed at a 


single sitting. From Oct. 31, 1951, to June, 1952, he 
received a total of 15 body exposures. At the end 
of this time the skin was improved only slightly, and 
so further treatment was discontinued with this 
modality. Since 1952 he has had two hospital ad- 
missions elsewhere because of the exfoliative derma- 
titis. At the first hospital admission it was found 
that he was also suffering from a moderate hypo- 
chromic anemia, which responded rapidly to trans- 
fusion. At present, the blood studies are normal, 
and his skin condition has improved to a point that 
he is entirely free of pruritus. His skin is dry, and 
he uses an emollient daily. The improvement noted 
in this patient was gradual and delayed, and so no 
conclusion as to benefit from cathode rays can be 
drawn. 


CasE 5.—Disseminated Neurodermatitis 


S. R., a white woman, age 74, had always been 
well. About April, 1951, she had noticed the onset 
of a localized dermatitis, consisting of erythema 
and red papules and vesicles, over the anterior 
aspect of her left wrist. She had applied iodine to 
the localized eruptions, and within a week it had 
spread to both arms and later to the chest, trunk, . 
and lower extremities. She was seen by a derma- 
tologist and given ultraviolet light, without relief, 
and multiple ointments, vitamins, and internal medi- 
cation with arsenic and sedatives. Since her condi- 
tion had not improved on this regimen, which also 
included a three months’ course of cortisone, she 
came to the Lahey Clinic March 6, 1952, for fur- 
ther study and treatment. 


Physical examination revealed that the patient 
was small and very anxious; she scratched con- 
tinuously. Over the entire integument there was an 
eczematous eruption consisting of diffuse erythema, 
edema of the skin, and scaling. The scalp was in- 
volved in a similar process. There was marked 
lichenification in the perianal region. A diagnosis 
of disseminated neurodermatitis was made. Urine 
and blood examinations were entirely within normal 
limits. The sedimentation rate, however, was 
slightly increased. 


Course—The patient was hospitalized from 
March 7 to March 17, 1952. She was given a high- 
protein diet, colloidal oatmeal (Aveeno) baths, 
sedation, antihistaminics, and bland emollients to 
the skin. After three days, because she failed to 
improve, corticotropin was given intravenously, 20 
mg. daily, which was reduced by 5 mg. daily. 
Administration of corticotropin was discontinued 
after four days. Corticotropin gel was given intra- 
muscularly, 10 mg. twice daily, until March 17, 
1952. The skin condition subsided, and she could 
sleep withovt sedation. She returned to the clinic in 
three weeks, at which time it was found that about 
70 to 80% of her former dermatitis had recurred, 
in spite of the fact that she was given 10 to 20 
mg. of corticotropin gel at home. It was decided, 
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therefore, to give her cathode ray therapy. In June, 
1952, the patient was given a series of exposures 
to cathode rays. Her progress was excellent. With- 
in two weeks the eruptions began to fade and the 
pruritus was quickly controlled. She was seen at 
intervals of two to three months and was given 
shielded treatment to localized areas which had 
persisted on the extremities. This patient is still 
in remission; follow-up time, 26 months. 


CasE 6.—Disseminated Neurodermatitis 


D. C., a white married woman, age 59, came to 
the clinic because of the development of a pruritic 
dermatitis behind the right ear in March, 1953. 
This was treated locally with ointments, and for 
four weeks it improved temporarily. Because of a 
generalized spread of the dermatitis, she was seen 
in the Department of Allergy and Dermatology of 
the Clinic, on Sept. 18, 1953. Examination showed 
an eczematous involvement of her entire cutaneous 
area with the exception of the palms and soles. A 
diagnosis of generalized disseminated neuroderma- 
titis was made. 

Course.—The patient was hospitalized and treated 


with starch baths, chlorprophenpyridamine (Chlor- 
Trimeton) maleate, chloral hydrate for sedation, 


and bland ointments. Because she did not improve,. 


she was given eight exposures of cathode rays. 
The skin eruption began to clear soon after the 
third day of treatment. By Oct. 14 the skin erup- 
tion and the agitated depression noted on admission 
had subsided, and she was reasonably comfortable. 
At home she uses a bland cholesterol-containing 
ointment (Velvachol), a reduction diet, and an anti- 
histaminic capsule, diphenhydramine (Benadryl) 
hydrochloride, 50 mg. 

CasE 7.—Generalized Psoriasis 

B. G., a white married man, age 64, had had an 
eruption on the trunk and extremities since the 
age of 18, which was diagnosed as psoriasis. He 
had periods of remissions and exacerbations; the 
skin condition always improved during sun bathing 
and at times improved with the use of an ultra- 
violet lamp. In the spring of 1951 the skin disorder 
recurred on the trunk and extremities. In the next 
two years he suffered numerous exacerbations and 
remissions, but finally the disease became generalized 
and fixed. He was given all the usual preparations 
eisewhere and finally was treated with corticotropin. 
Improvement with this agent was temporary. He 
became depressed and had crying spells. He could 
not carry out his duties as an executive for about 
a year. A physician elsewhere gave him a number 
of preparations, which included sulfonamide tablets 
and penicillin and other antibiotics. 


The patient was registered at the Clinic and was 
hospitalized from Dec. 9 to Dec. 17, 1953. He was 
given maintenance corticotropin therapy because of 
the intensity of the exfoliative psoriasis. The con- 
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dition was unaffected. Accordingly, a course of 
cathode ray therapy was given, There was slow 
symptomatic improvement, and six weeks after the 
initial treatment the psoriasis was about 50% im- 
proved, The subjective symptoms, however, were 
greatly relieved, and he returned to his duties. 
Follow-up period is eight months. Psoriasis is still 
troublesome, and our experience with this patient 
and one other suggests that the prognosis as to the 
end-result be guarded. 


COMMENT 


It has been shown previously by Trump 
and associates * that controlled doses of high- 
energy electrons are suitable for and effective 
in the treatment of extensive, superficial, 
malignant skin lesions. The patients pre- 
viously presented were suffering from various 
stages of mycosis fungoides. The maximal 
range of penetration in tissue of such elec- 
trons is approximately 10 mm. for each 
2,500,000 volts of energy. Such cathode rays, 
homogeneous in energy and direction, were 
thought to be ideal for local superficial le- 
sions, in that damage to underlying tissues 
would be avoided. In contradistinction, roent- 
gen rays produced at 100 kv. with a 1 mm. 
aluminum filter and a 20 cm. target-to-skin 
distance deliver their maximal dose to the 
skin surface, and 75% of their total energy 
is absorbed below the 10 mm. depth. It is 
also of interest that beta rays from natural 
or radioactive materials, such as Sr %, are 
not homogeneous in energy and emerge in 
all directions. Unless beta rays are sorted out 
in both direction and energy they will deliver 
maximal energy at the surface and exhibit 
a rapid decrease of dose in depth. Small beta 
ray emitters are impractical for large surface 
areas and not ideal for small lesions of ap- 
preciable depth. The apparatus used in this 
study satisfies the requirements, in that it 
delivers an adequate dose of high-energy 
electrons to a selected depth of tissue to an 
entire body surface. 

The rapid disappearance of eczematous 
lesions of mycosis fungoides exposed to high 
energy electrons was previously observed. 
Recurrences were fewer and lesions subsided 
easily with suitable shielding of the unin- 
volved areas. Moreover, the annoying pru- 
ritus was rapidly controlled. It was decided 
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to attempt this type of therapy for selected 
patients with eczematous skin eruptions who 
had failed to respond to conventional methods 
of treatment. 

Six of seven patients in this series re- 
sponded to the first course of high-energy 
electron therapy. There was gradual subsid- 
ence of the edema, erythema, and scaling. 
The skin became soft and pliable. The effect 
on the eczematous lesions was similar to 
successful corticotropin or cortisone therapy. 
The 28-year-old patient with atopic derma- 
titis showed the most rapid response. Pa- 
tients over 60 responded more slowly. Dosage 
schedules have been established in terms of 
the rep (roentgen equivalent physical), which 
is the unit of dosage applied to this form of 
ionizing energy. In most of these cases the 
total dose was in the range from 450 to 600 
rep. These schedules are largely empirical 
and are based on the response to therapy. 
Accumulation and evaluation of treatment 
data are part of the long-range problem in 
determining the value of this new modality 
in the treatment of patients with eczematous 
and other skin lesions. It must be remem- 
bered that, although patients may improve, 
the present data suggest that this form of 
therapy is only palliative. 

The mechanism of relief is unknown. Fur- 
thermore, the reason some lesions which have 
become resistant to x-ray radiation improve 
after the use of high-energy electrons is not 
known. One can only speculate that the high- 
energy electrons are confined to the areas 
of pathologic change, and that from the view- 
point of anatomy, physiology, and chemistry 
the underlying tissue is spared. Thus, greater 
recovery may be effected by avoiding damage 
to deeper structures supplying the diseased 
areas with all the substances that maintain 
cellular integrity. Although the follow-up 
period has been short (eight weeks to 28 
months), it has been observed that the inter- 
val of improvement has been longer with 
this mode of treatment than with any other 
approaches used in these selected patients. 

In general, this form of high-energy elec- 
tron therapy showed no serious effects in 
these seven selected patients. As was pre- 


viously noted, a moderately severe hypo- 
chromic anemia developed in Case 4 (C. H. 
W.), and two transfusions were required 
at his home hospital in 1952. The mechanism 
of this anemia is undetermined. After this 
he recovered, and he has remained well dur- 
ing the last 18 months. It should be empha- 
sized that he was the first patient for whom 
this therapy was used. He received the 
largest total dose. Subsequent patients have 
received no more than two-thirds of the 
total dosage given in Case 4. None of these 
patients has suffered untoward effects. 


SUM MARY 


A source of high-energy electrons. used 
for treating patients with generalized skin 
eruptions is described. 


Treatment with high-energy electrons was" 
given to seven patients with atopic derma- 
titis, disseminated neurodermatitis, exfolia- 
tive dermatitis, and psoriasis, with moderate 
to marked improvement in all patients. In 
addition, no systemic or serious hematologic 
changes were observed. One patient had a 
temporary hypochromic anemia, which re- 
sponded to routine management for this dis- 
order. ; 


The Van de Graaff electron source used in this 
work was developed as. part of a general program 
of high-voltage medical research at the Massachu- 
setts Institute of Technology supported over many 
years by the Godfrey M. Hyams Trust. Support 
of the concurrent 2 mev. roentgen therapy program 
has been given by the American Cancer Society, 
and a grant has been received from the Damon 
Runyon Cancer Fund to continue this work with 
high-energy electrons. 
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Clinical Notes, New Instruments and Techniques 





PROTECTION AGAINST INHALATION OF 
CHLORIDE DURING SURGICAL PLANING 


CAPT. MELVIN L. GRAIS (MC), U. S. Army 
CUNTANUAUAAAAA 


Inhalation of ethyl chloride fumes during surgical 
planing procedures on the face in which that agent 
is used for local freezing has proved in my hands 
to be a major disadvantage of this type of anes- 
thetic. 

Inability to breathe fresh air free of ethyl chloride 
fumes frequently causes the patient to hold his 
breath, to become apprehensive, or even panicky. 
It frequently limits the extent of the procedure. 





Fig. 1—Patient showing device in use. The 
rubber dam sealed on with adhesive tape to pro- 
tect the eyes as shown has also been found to be 
very useful. (U. S. Army photograph.) 


To overcome this difficulty I have adopted the use 
of the following device: The rubber mouthpiece 
ordinarily used in a BMR machine is fitted with a 
length of large-size polyethylene tubing. I have 
found that a length of 4 to 5 in. (10 to 13 cm.) 
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removes the inspired air from the area of concentra- 
tion of ethyl chloride and does not significantly in- 
crease dead air space or resistance to breathing, 
allowing the patient to ventilate well. It also re- 
duces the danger of intrapulmonary damage 
(explosion) should the unlikely incident of ignition 
of ethyl chloride fumes occur. 





Fig. 2.—Two sizes of breathing devices pictured. 
(U. S. Army photograph.) 


I have used this device in over 100 surgical 
planings and have found that it promotes the 
patient’s tranquillity and aids in performing a 
smooth unhurried procedure. 


Fort Carson, Colo. 
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A. J. EDELSTEIN, M.D., Johnstown, Pa. 
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The electrosurgical planing technique for the 
treatment of postacne scarring has been gaining in 
popularity since its introduction in 1953.1 In gen- 
eral, the final results have been satisfactory. Certain 
untoward sequelae however, have been noted. These 
may conveniently be classified as follows: 

1. Persistent erythema 
2. Hyperpigmentation 
3. Milia 

4. Pyoderma 

5. Eczematous reactions 


PERSISTENT ERYTHEMA 


Erythema following the planing procedure is a 
normal consequence and will usually disappear 
gradually as the epidermis thickens, a process re- 
quiring approximately four to six weeks. 

In a series of 40 electrosurgical planings, I have 
encountered four cases of persistent erythema. 
Spontaneous clearing occurred in approximately 
two to three months. There are four possible ex- 
planations to account for this type of reaction. 


1. Excessive refrigeration (Kurtin‘) 

2. Overexposure to sunlight prior to complete 
healing 

3. Overzealous and premature cleaning of the 
face with soaps or defatting agents 

4. Premature resumption of topical acne treat- 
ment 


HYPERPIGMENTATION 


I have observed hyperpigmentation in two pa- 
tients, both of whom were of dark complexion. 
The hyperpigmentation became apparent within 
one month and was most intense on the middle of 
the cheeks and forehead. In one case, it disappeared 
within three months. The other case was treated 
with monobenzone (Benoquin) and cleared in three 
to four weeks. It is possible that the irritative 
effects of planing trauma and/or sunlight may 
account for this phenomenon. 


MILIA 


The formation of milia has previously been 
reported? and is not of infrequent occurrence, 
especially after the second and third planings, al- 
though I have encountered it several times after 
the initial procedure. The milia were more abundant 
between the eyebrows and on the chin and inner 


SEQUELAE FOLLOWING ELECTROSURGICAL PLANING 
TREATMENT FOR POSTACNE SCARRING 


cheek areas. The etiology is unknown. It has been 
suggested that “(1) some follicles are closed by 
the abrasive action of the brush or/and (2) small 
bits of epithelium are embedded in the skin during 
the procedure.” A third possible explanation is 
that the abrasive action of the brush may produce 
a cicatricial effect on some pilosebaceous ducts, 
thereby causing obstruction to the flow of sebum. 
In my exnerience, the most effective treatment is 
surgical removal with a bistoury blade. 


PYODERMA 


In both cases in which I observed the complica- 
tion of pyoderma pustules appeared concomitantly 
with persistent erythema. These were very super- 
ficial, whitish, and somewhat flattened. They were 
thin-walled, varied in size from 0.05 to 0.2 cm. in 
diameter, and were surrounded by dark erythema- 
tous zones of inflammation. A logical explanation 
for this reaction is the poor resistance the thin, 
new epidermis offers to the entrance and growth 
of pyogenic organisms. The treatment consisted 
of incision and drainage of the pustules, application 
of an antibiotic ointment, and intramuscular 
administration of penicillin. 


ECZEMATOUS REACTIONS 


Eczematous reactions occurred in ‘ne of the 
three cases observed as a diffuse dermatitis of the 
entire face, in the remaining two as patchy involv- 
ment. It appeared four to eight weeks after planing, 
and in no instance was I able to determine: the 
cause. It consisted of mild inflammation, diffuse 
epidermal edema, scattered pustules, and ‘serous 
exudation with yellowish crusting in the more 
severely involved sites. The involved. areas were 
erythematous and slightly xerotic. Slight - pruritus 
was frequently present. Therapy consisted of hydro- 
cortisone ointment, cold -boric acid compresses, 
antibiotic ointments, and mild superficial x-ray 
therapy. This: group was the most resistant to 
treatment. 

COMMENT 


These cases of unexpected sequelae are compara- 
tively infrequent and are not serious or permanent. 
Their occurrence should not lead one to deprecate 
the electrosurgical planing procedure. 


408 Lincoln St. 
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DERMATOLOGY 


TRICHOPHYTON TONSURANS INFECTION OF THE SCALP 


First Case Reported in Maryland 


MAURICE SULLIVAN, M.D., and JOHN L. WOOD, 
Ph.D., Baltimore 


USUAL UL UU I UL ULL UL LULA ULL LLL 


In the states bordering Mexico there is a high 
incidence of Trichophyton tonsurans infection of the 
scalp.* Fortunately, this serious and often pro- 
tracted type of tinea capitis is rare in the eastern 
part of the United States. In two series reported 
from New York? and totaling 3,169 cases, only 
9 (0.28%) were due to T. tonsurans. During 1951, 
1952, and 1953 we observed and treated 452 patients 





an ee 


Fig. 1—Tinea capitis caused by Trichophyton 
tonsurans, showing numerous plaques of partial and 
complete alopecia and kerion formation. 


with tinea capitis. Four hundred twenty-five (94%) 
were caused by Microsporum audouini, 21 (4.6%) 
by Microsporum canis, 4 (0.95%) by Microsporum 
gypseum, 1 (0.22%) by Trichophyton schoenleini 
and 1 (0.22%) by Trichophyton tonsurans. 

The following case is reported in order to call 
attention to the possibility of an epidemic spread 
of T. tonsurans into the Baltimore area. 

G. B., a white girl aged 8 years, consulted us on 
Feb. 26, 1953, complaining of bald spots and painful 
pustules on the scalp. For the first five years of 
her life she lived in California. During her fifth 
to sixth year she lived in Oregon and for the 
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Fig. 2—Two months’ culture on Sabouraud’s 
medium, primary isolation. 


past two years she has lived in Maryland. The 
first sign of the disease was a small, scaly plaque 
of alopecia on the occiput, which her mother noted 
in February, 1952, one year after moving to Havre 
de Grace, Md. During the subsequent 12 months 
similar bald spots appeared over the entire scalp. 
Various ointments applied by the mother failed to 
prevent the spread. Pustules appeared in many of 
the plaques on Feb. 1, 1953. On the initial examina- 
tion there were numerous 1 to 3 cm. plaques of 
alopecia in the frontal, parietal, and occipital regions 
and on the vertex (Fig. 1). The skin of the areas 
of alopecia was erythematous, scaly, pustular, and 
crusted. Later kerions developed. There was no 


Fig. 3.—Showing microconidia. 
Fig. 4.—Showing a macroconidium. 

















ECZEMA HERPETICUM (KAPOSI’S VARICELLIFORM ERUPTION) 


fluorescence on examination under Wood light. Cul- 
tures were positive for T. tonsurans on Feb. 26 and 
March 2, 1953. Growth was rather slow at first and 
somewhat cottony. Soon, however, it became pow- 
dery and tinged with yellow. At the end of several 
weeks, the colony had become finely granular with 
radial folds (Fig. 2). Within a week of growth 
microscopic mounts exhibited numerous micro- 
conidia (Fig. 3) and a few macroconidia (Fig. 4). 
Microscopically, the isolate exhibited the character- 
istic microconidia and macroconidia of the genus 
Trichophyton Malmsten 1845.5 Identification of the 
isolate as T. tonsurans was confirmed by Dr. Rhoda 
Benham. 

Treatment consisted of topical application of 
2.5% solution of colloidal mercury bioleate (Herme- 
sol) twice daily and sulfisoxazole (Gantrisin), 
1 gm. four times a day for one week. The kerions 
completely subsided. Hair regrew in the previously 
infected plaques. Cultures on March 3, March 24, 
April 28, and June 1, 1953, were negative. 


COMMENT 


It is possible that the patient contracted the infec- 
tion four years ago in California or two years ago 
in Oregon, as Pipkin 2 has shown that some cases 
of T. tonsurans infection remain dormant for years 
before exhibiting signs sufficient to bring the patient 
to the physician’s attention. In this case the occur- 
rence of painful pustules was the reason the mother 
sought medical care. Hairs infected with T. tonsur- 
ans fail to fluoresce, or fluoresce feebly under filtered 
ultraviolet (Wood) light. Therefore, it is not pos- 
sible to utilize the Wood light for discovery of 
early cases by mass examination of school children, 


and undetected cases may serve as foci for an epi- 
demic spread. In the case reported cure rapidly 
followed the occurrence of kerions, but sometimes 
in children and often in adults T. tonsurans scalp 
infections are noninflammatory and persist for years 
in spit: of all treatment efforts, including x-ray 
epilation. Pipkin 2 described the case of a 68-year- 
old woman who had harbored the infection in her 
scalp for 60 years, having contracted it at age 
8 years. 


CONCLUSION 


The first patient in Maryland with tinea capitis 
due to Trichophyton tonsurans is reported to alert 
physicians to the possibility of an epidemic spread 
of this severe type of fungus infection of the scalp. 
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ECZEMA HERPETICUM (KAPOSI’S VARICELLIFORM ERUPTION) 


Report of Three Recurrent Cases 


FRED F, FELDMAN, M.D., and BEN A. NEWMAN, 
M.D., Beverly Hills, Calif. 


NAL 


Although recurrent herpes simplex is very com- 
mon, subsequent attacks of Kaposi’s varicelliform 
eruption are extremely rare.1 We were able to find 
only four reports of recurrences of Kaposi’s vari- 
celliform eruption in the literature available to us *; 
undoubtedly, there must be numerous unpublished 
observations. We, therefore, deem it worthy to 
report three additional recurrent cases. 





From the Departments of Dermatology, Cedars 
of Lebanon Hospital and Los Angeles County 
General Hospital. 

* References 2 to 5. 


REPORT OF CASES 


Case 1—M. C., a 17-year-old white girl, has 
had atopic eczema since infancy. On Jan. 14, 1953, 
a confluent vesicular eruption appeared on her head, 
neck, shoulders, and arms; the involved area was 
erythematous and edematous. There was marked 
regional lymphadenopathy. On Jan. 17 she was 
admitted to the hospital. The white blood count 
was 12,800, and the urinalysis revealed 1+ albumin. 
A gradually rising fever reached 104 F. on Jan. 19 
and dropped precipitously to 100 F. on Jan. 20. 
The temperature returned to normal on Jan. 23. 
Regression of the lesions began after the drop in 
temperature. Between Jan, 17 and Jan. 20 the 
patient received a total of 5 gm. of chlortetracycline 
(Aureomycin) orally. She was discharged from 
the hospital on Jan. 26, at which time the eruption 
had completely subsided. 
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On Feb. 24, 1953, approximately one month later, 
moderate erythema, edema, and grouped and dis- 
seminated vesicles appeared on the sides of her face 
and neck. Regional lymph nodes were again in- 
volved. Oral chlortetracycline (250 mg. every four 
hours) was started on Feb. 26. By Feb. 28 the 
lesions were involuting and the lymphadenopathy 
had greatly subsided. She was free of the eruption 
on March 2. 

On July 1, 1953, the patient noticed a few small 
blisters below the right lower eyelid. In a few days 
disseminated vesicles spread to the right side of the 
face, ear, and neck. Again, there was associated 
erythema, edema, and marked regional lymph-node 
enlargement. Chortetracycline was administered. 
The eruption cleared within a week. 

Case 2.—R. S., a 15-year-old white boy, had 
recurrent atopic eczema since early childhood. Dur- 
ing 1951 the eczema became extensive and recalci- 
trant to treatment. On Dec. 1, 1952, marked edema, 
erythema, and vesiculation were noted on his face. 
The right side of the face, upper forehead, and 
scalp were primarily involved. There was injection 
of the conjunctiva and edema of the eyelids on the 
right side. The preauricular, postauricular, and 
anterior cervical lymph nodes were markedly en- 
larged. His temperature was 103 F. On Dec. 1, 
1952, 2 gm. of oral chlortetracycline was adminis- 
tered, and on Dec. 2, 1.5 gm. was prescribed. On 
Dec. 3 the temperature returned to normal, and the 
eruption appeared to be improving except that the 
eyelids were even more edematous than previously. 
‘The patient complained of photophobia. An 
ophthamological consultant advised us that the 
patient’ had a severe “conjunctivitis, but that there 
was tio involvement of the iris or cornea. Topical 
chlortetracycline was prescribed for the eye. Be- 
tween Dec. 3 and Dec. 10, inclusive, the patient 
received 1 gm. of oral chlortetracycline daily. By 
Dec..5 no.new lesions appeared, and the lymphadeno- 
pathy appeared to be subsiding. On Dec. 8 the 
eyes were clear, and crusts. had replaced the vesicles 
on the face. By Dec. 10 the dermatosis had com- 
pletely subsided; however, chlortetracycline was 
continued in decreasing dosage for another week. 

On Feb. 27, 1953, approximately two months later, 
a milder eruption, but morphologically similar to 
the previous attack, appeared on his arms. There 
was an associated enlargement of the axillary 
lymph nodes bilaterally. The eruption subsided by 
March 2, 1953. A total of 4 gm. of chlortetracycline 
was administered. The underlying atopic eczema 
simultaneously subsided, and he has remained free 
of eczema. 

Case 3—J. B., a 19-year-old white boy, had 
had lifelong atopic eczema. On Jan. 10, 1953, he 
developed herpes labialis. On Jan. 12 his entire 
upper lip was covered by a herpetic eruption. There 
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were grouped vesicles and erythema on the eye- 
lids and the contiguous portions of the face and 
forehead. The temperature was 101 F., and the 
regional lymph nodes were enlarged. Oral chlor- 
tetracycline (250 mg. every three hours) was 
started. By Jan. 14 the activity of the dermatosis 
appeared arrested. On Jan. 20 the eruption had 
completely cleared. 

On April 11 (three months later) erythema, 
edema, and vesicles appeared on his left lower and 
upper eyelids and extended to the forehead. The 
left preauricular and submaxillary lymph nodes 
were enlarged. There was no fever. Chlortetracy- 
cline was again prescribed. A rapid subsidence of 
the eruption occurred within a few days. 


COMMENT 


The course of the cases of recurrent Kaposi’s 
varicelliform eruption described above confirms 
the statement of Buerk and Blank ® that the onset 
of the recurrent type is similar to the primary 
infection but that its course is milder and of shorter 
duration. In view of this, the impression of an 
apparent favorable effect from chlortetracycline 
must be guarded. Three attacks of the disease 
occurred in Case 1, and Cases 2 and 3 each had 
two attacks. From the immunologic standpoint, we 
feel that this would strongly favor the herpes sim- 
plex virus as the casual agent rather than the 
vaccinia virus. 

We are in agreement with Lynch? that “eczema 
herpeticum” is perhaps the most appropriate name 
for this disease. This simple designation embraces 
both the clinical picture and the causal agent; and 
also closely approximates Kaposi's original name,® 
“eczema herpetiforme,” for this entity. 


SUMMARY 


Three cases of recurrent Kaposi’s varicelliform 
eruption are reported. 


436 N. Roxbury Drive. 


REFERENCES 

1. Brain, R. T.; Dudgeon, J. A., and Philpott, 
M. G.: Kaposi’s Varicelliform Eruption, Brit. J. 
Dermat. 62:203 (May) 1950. 

2. Boake, W. C.; Dudgeon, J. A., and Burnet, 
F. M.: Recurrent Kaposi’s Varicelliform Eruption 
in an Adult, Lancet 1:383 (Feb. 17) 1951. 

3. Grist, N. R.: Kaposi’s Varicelliform Eruption: 
A Study of 9 Cases, and a Discussion of the 
Etiology, Glasgow M. J. 34:1 (Jan.) 1953. 

4. Miller, O. B.; Arbesman, C., and Baer, R. L.: 
Disseminated Cutaneous Herpes Simplex (Kaposi’s 
Varicelliform Eruption), Arch. Dermat. & Syph. 
62:477 (Oct.) 1950. 








if 














HYPERTRICHOSIS FOLLOWING TRAUMATIC SHOCK 


5. Ruchman, I.; Welsh, A. L., and Dodd, K.: 
Kaposi’s Varicelliform Eruption: Isolation of the 
Virus of Herpes Simplex from the Cutaneous 
Lesions of 3 Adults and 1 Infant, Arch. Dermat. 
& Syph. 56:846 (Dec.) 1947. 


6. Buerk, M. S., and Blank, H.: Disseminated 
Herpes Simplex (Kaposi’s Varicelliform Eruption) 
and the Failure of Penicillin and Aureomycin to 


Influence Its Course, New England J. Med. 244:670 
(May 3) 1951. 

7. Lynch, F. W., and Steves, R. J.: Kaposi’s 
Varicelliform Eruption, Arch. Dermat. & Syph. 
55:327 (March) 1947. 

8. Kaposi, M.: Pathology and Treatment of 
Diseases of the Skin for Practitioners and Students, 
Ed. 4, translated by J. C. Johnston, New York, 
William Wood & Company, 1895, p. 346. 





TEMPORARY ACQUIRED HYPERTRICHOSIS FOLLOWING 


TRAUMATIC SHOCK 
RAYMOND C. V. ROBINSON, M.D., Baltimore 
FALL UU 


With the popularization of the steroid hormones 
as therapeutic procedures, acquired hypertrichosis 
has become of increasing importance. Permanent 
acquired hypertrichosis is.a well recognized mani- 
festation of adrenal cortical tumors or tumors of the 
anterior lobe of the pituitary and ovary. Localized 
acquired hypertrichosis has been described by Ress- 
mann and Butterworth! and more recently by 
Zeligman and Scalia.* 

In a search of the literature, I failed to find any 
report of generalized acquired hypertrichosis fol- 
lowing traumatic shock. The present report deals 
with such a case in which spontaneous involution of 
the condition followed resumption of the normal 
menstrual cycle. 


REPORT OF A CASE 


M. L. W., a 14-year-old white girl, was admitted 
to the hospital on Aug. 31, 1953, after an automobile 
accident in which she sustained lacerated wounds of 
the face and shoulder, abrasions of the right shoul- 
der, lacerated wound of the liver and a comminuted 
closed fracture of the medial malleolus of the right 
tibia. There was some difficulty in breathing, al- 
though on examination the heart and lungs appeared 
to be normal. General physical examination was not 
remarkable except for the injuries noted above. 
X-ray examination of the abdomen and chest re- 
vealed an elevation of the right side of the dia- 
phragm and accumulation of fluid in the right 
pleural cavity, indicating a probable subdiaphrag- 
matic abscess in association with pleural transudate. 
The abdomen exhibited a mild paralytic ileus. The 
patient remained in the hospital until Dec. 12, 1953. 

She was referred to me on Feb. 25, 1954, because 
of generalized hypertrichosis, which she stated began 
about three months after she was admitted to the 

* Zeligman, I., and Scalia, S. B.: Study in Prog- 
ress. 


hospital. The only pertinent fact obtained in the 
history was that she had menstruated regularly for 
one year prior to the accident but had not men- 
struated since. 

On examination the scalp hair was somewhat dry 
and coarse. There was a good suit of hair although 
not as luxuriant as one might expect in this age 
group. There was a normal amount of hair in each 
axilla. The breasts were normal for her age. A 
moderate seborrheic dermatitis was noted about the 
postauricular areas. There was a luxuriant growth 
of dark brownish hair on the extensor surfaces of 
both forearms and arms. The flexor surfaces were 
relatively free of hair. There was somewhat heavier 





Fig. 1.—Feb. 25, 1954. 


growth on the anterior abdominal wall than one 
usually finds; however, the pubic hair was of nor- 
mal distribution and amount for her age. Both thighs 
were markedly hairy, the hair being fairly coarse 
and dark brown, although she stated that prior to 
the accident it had been a much lighter brown and 
fine in texture. This profuse hair on the lower ex- 
tremities ended abruptly about 2 cm. above the 
knees, and, while the hair on the lower legs was 
somewhat heavier than one might expect, it was 
not as luxuriant as that on the thighs. The extensor 
surface of the right thigh was hairier than that of 
the left, and the right buttock showed a denser hair 
distribution than the left. The hair distribution on 
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the back was normal. The skin in general was of 
good texture and normal in color although it was 
thickened and had a greasy feel. The eyebrows were 
normal, and facial hair was normal. There was no 
apparent thyroid enlargement and no general ade- 
nopathy. 

Since the blood picture and blood chemistries had 
been normal throughout her hospital stay, the patient 
was referred for steroid excretion tests, and these 
were found to be within normal limits. 





Fig. 2.—April 17, 1954. 


Because the patient had not menstruated since 
the time of her accident, it was decided that no 
hormonal therapy should be undertaken, but that 
she should be watched. On March 1, one week after 
first consulting me, the patient: menstruated. Flow 
was of normal duration and amount. When I next 
saw her on March 18, 1954, both patient and I 
thought there was a definite lightening-of the hair 
on the thighs and lessening of the amount of hair on 
the forearms. By April 17 the hair on the thighs 


had almost completely involuted (Fig. 2) and by 
June 17 she had a normal distribution and amount 
of hair for her age. None of the coarse dark hair 
remained, the seborrhea had disappeared, and she 
was discharged. 


COMMENT AND CONCLUSION 


It is unfortunate that steroid excretion tests were 
not done on this patient while she was hospitalized, 
since the first determination was performed six 
months after her accident and results of this were 
normal. 

In view of the amenorrhea associated with 
hypertrichosis there seems little doubt that an ex- 
cessive android secretion suppressed the production 
of the female sex hormones or overwhelmed the 
action of those hormones produced. Although a defi- 
nite statement cannot be made, one could theorize 
that the adrenal cortex was stimulated either directly 
or by the pituitary after the shock of the accident. 
In any event, as the android level decreased the 
ovarian hormones again assumed their normal func- 
tion, and with the onset of menses, normal female 
physiologic functions began and the excessive hair 
was lost. 

Because of the lack of definite knowledge regard- 
ing increase or decrease in amount of hair and fac- 
tors affecting texture of hair, it seems worth while 
to report this case if for no other reason than to 
warn of indiscriminate hormonal therapy for treat- 
ment of symptoms such as this patient exhibited. 
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NIKOLSKY SIGN 


To the Editor :—In a letter on the Nikolsky sign (A. M. A. Arch. Dermat. & Syph. 69:321, 
1954) Dr. Zakon accuses me of crediting P. V. Nikolsky “incorrectly with being the first to 
describe trichorrhexis areata (Sabouraud) and cutis rhomboidalis nuchae (Jadassohn).” 


Judging by his letter, Dr. Zakon considers it an established fact that trichorrhexis areata 
was described by Sabouraud and cutis rhomboidalis nuchae by Jadassohn, although he does not 
confirm his assertion by any proofs. 

However, as is disclosed in an article published in the Handbuch der Haut und Gechlechts- 
krankheiten, Vol. 13, Pt. 1, p. 145 (Reprint 1), Sabouraud described trichorrhexis areata in 1921, 
while P. V. Nikolsky described and explained this disease as far back as 1900 (Transactions of 
Russian Medical Society of the Warsaw University, Warsaw, 1901, Reprint 2, pp. 25-33). 

Cutis rhomboidalis nuchae was described by P. V. Nikolsky in the Vestnik venerologii i 
dermatologi No. 2, 1925. Nikolsky’s paper, although short but at the same time pithy, is illus- 
trated with three pictures. After the lapse of several months, a short record of the proceedings 
of the Dermatological Society in Breslau was published in the magazine Zentralblatt fiir Haut 
und Gechlechtskrankheiten, Vol. 17, p. 272, 1925, from which it transpires that on Nov. 14, 1925, 
J. Jadassohn demonstrated several middle-aged men who had big and small diamond-shaped 
folds on the neck. Jadassohn himself points out that in the second issue of the Russian Dermatol- 
ogical Magazine which he received 10 weeks later, he encountered a description of, evidently, the 
same disease done by P. V. Nikolsky of Rostov-on-the-Don. 

From what has been said it is clear that, in the first place, Jadassohn attached a certain 
importance to the description of this disease because in his addition to the short record of pro- 
ceedings of the Breslau Dermatological Society he tried to prove that he observed cases of this 
dermatosis quite independently of Nikolsky, and, in the second place, one can see that Nikolsky’s 
paper was published before even the publication of the short record of proceedings of the Breslau 
Dermatological Society. 

Thus, the facts supplied by the documents prove that Nikolsky described trichorrhexis areata 
before R. Sabouraud and cutis rhomboidalis nuchae before J. Jadassohn. 


October, 1954. Pror. P. V. KozHEvniKov, 


Leningrad, 8, Kanal 
Griboedova 146, flat 2., 
Wes: S.% 


To the Editor:—I am indebted to Professor Kozhevnikov for supplying me with a photostatic 
copy of a paper on trichorrhexis areata published by Nikolsky in 1900. This paper was not 
available to me at the time I wrote my letter nor do any of our standard reference works mention 
it. Galewsky in Jadassohn’s Handbuch (Vol. 13, Pt. 1, p. 145) does not mention Nikolsky in 
describing trichoclasia idiopathica (Sabouraud, Jackson). 

Cutis rhomboidalis nuchae was first. described by Jadassohn on Feb. 14, 1925. About the 
same time Nikolsky published his cases which he termed cutis rhomboidea cervicis hypertrophica. 
The term rhomboidalis nuchae was coined by Jadassohn and is universally accepted. Nikolsky 
undoubtedly made the same observations at or about the same time. 

However, I do wish that the Russians would give full bibliographic references in their publi- 
cations to enable the student to read the original papers. 


SAMUEL J. Zaxon, M.D., Chicago. 
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Lymphoblastoma. Presented by Dr. Irwin I, LuBOoWE. 


P. C., a 62-year-old man, gives a three-year history of an eruption on the back which spread 
to the shoulders and chest. 

Upon examination the patient shows scattered, erythematous, irregular, oval patches on the 
posterior and anterior aspect of the chest, shoulders, and arms. Several of these lesions are 
elevated and infiltrated. The patient states that there is no itching. 

Laboratory investigation revealed no abnormalities in the bone marrow, bleod cell count, 
or urine. The biopsy report with the diagnosis of lymphoblastoma is as iviiows: “Throughout 
the upper and mid cutis there are irregular cellular masses. These consist of various sized and 
shaped cells; some appear to be reticular in type; others are small and compact. The reticulum 
is pronounced. The cells are in general those seen in lymphomas, the exact type not determined.” 


DISCUSSION 


Dr. A. J. Orruss: The suggestion of the diagnosis of benign infiltration of the skin cannot 
be sustained because the lesions are definitely infiltrated and firm. They do not exhibit the ery- 
thema multiforme type of reaction clinically, with fading on dehematization and recurrence on 
release of pressure which is characteristic of the benign type, 


Dr. Joun Garp: I treated a 37-year-old Negro woman who had lesions of mycosis fungoides 
of eight years’ duration. She had generalized infiltrated plaques. She suddenly developed tumors 
of various sizes, some 3 to 4 in. (7.5 to 10 cm.) in diameter. I began to treat her on May 28, 
1954, with a preparation called Di-Atox, in doses of 1 tablet three times a day. After three 
weeks she showed rapid regression of the tumors. I subsequently increased the dose to 3 tablets 
three times daily. She now has only infiltrated plaques remaining, a few small tumors and one 
very large tumor, the size of an apple, on the back of the left chest. 

A second patient, a 37-year-old Negro man, had generalized infiltrated plaques of about four 
years’ duration. He developed three large, raised tumors, 3 to 4 in. (7.5 to 10 cm.) in diameter, 
which were very hard and of which a biopsy showed reticulum cell sarcoma. These three tumors, 
after 12 weeks of treatment with Di-Atox Argentique tablets (each tablet composed of 25 mg. 
each of 4,4'-bis-azo-p-isopropyl-m-cresoldiphenylsulfone and its silver salt), 3 to 8 tablets a day 
in divided doses, have regressed to at least about 75% of original size and become soft. There has 
been no change in the infiltrated plaques. 

A third patient, a 53-year-old white man who has had plaques of mycosis fungoides for five 
years, is also being treated now with Di-Atox and is showing definite regression of the flat 
lesions. 

A fourth patient, a 42-year-old white woman, has had generalized lesions of about 20 years’ 
duration, diagnosed as lymphoblastoma. She presents infiltrated plaques and small tumors on 
the face. She also reveals some regression and drying of the lesions, particularly on the face 
after eight weeks of treatment with Di-Atox in doses of 1 tablet three times a day. 


Dr. Hyman understood that the second patient had lesions of reticulum cell sarcoma for four 
years. He stated that he never yet saw a patient with reticulum cell sarcoma alive after four 
years. I replied that I agreed with him, that I myself have never seen a patient with reticulum 
cell sarcoma to last for four years, but in that particular patient only the most recent biopsy, 
taken a few months ago, showed reticulum cell sarcoma. 

However, Frances Pascher called my attention to a patient, a 52-year-old man whom I pre- 
sented at the Bronx Dermatological Society on Jan. 20, 1949, and who on April 27, 1946, revealed 
reticulum cell sarcoma on histologic examination. The patient was discharged from Bellevue 
Hospital after intermittent admissions, on March 19, 1954, as improved. 
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Nodular Granulomatous Perifolliculitis of the Legs Caused by Trichophyton Rubrum. 
Presented by Dr. ANDREW G. FRANKS, and (by invitation) Dr. H. Frietp. 


For the past five years, on and off, the patient has had some scaling of the feet and legs. 
In October, 1950, there was an outbreak of nodules on the lower parts of the legs, for which a 
biopsy was done at a Chicago clinic. The clinical diagnosis made at that time was nodular, vas- 
culitis, and the microscopic diagnosis was acute necrotizing inflammation about the hair follicles. 

At present the patient presents on the lower half of each leg numerous perifollicular papules 
and pustules. Some of them have healed, leaving fresh scar formation. On the instep of each foot 
and on the Achilles areas there are scaling, erythematous, circinate plaques and patches with 
borders of fine scaling. Several toenails. are grayish and slightly thickened in appearance. 

Scrapings taken from the legs and soles showed fungi. No fungous elements were found in 
the hairs from the leg. On culture Trichophyton rubrum grew out. 

Biopsy showed folliculitis and perifolliculitis and, moreover, revealed the fungous filaments 
in the horny layer by the Hotchkiss-McManus stain. 


DISCUSSION 


Dr. ANDREW G. Franks: This case is presented to show a granulomatous reaction due to 
the T. rubrum. We feel that this case fits the picture of those described by Wilson and others. 
Mycologic studies showed a positive direct smear, and the histologic examination showed fila- 
ments and spores about the hair follicles. 

Dr. Frances PascHeEr: It is well to bear in mind that mycotic pustular infections of the 
beard simulating coccogenous sycosis barbae also occur. Attention was recently called to this 
unusual localization for T. rubrum infections by Ludwig (A. M. A. Arco. Derm. & SypuH. 68: 
216, 1953) and by Sawicky and Kanof (to be published). I have seen a number of such cases 
in private practice. 

By way of treatment, I have found warm compresses with sulfurated lime solution 
(Vleminckx’s solution) quite effective in reducing the inflammatory reaction in these peri- 
follicular infections of the leg. 


Dr. SAMUEL B, Franx: In recent years I have noted several cases of T. rubrum infection 
with definite inflammatory reaction. It is hard to say whether this is due to a change of activity 
of the fungus or due to a higher level of suspicion in looking for it. In any event, it is well to 
search for the fungus in unusual inflammatory skin lesions. 


Erythrasma and Tinea Versicolor. Presented by Dr. Anprew G. Franks, and (by invi- 
tation) Dr. N. GOLDFARB. 


The patient presents scaling and redness of the groins of eight years’ duration, involvement 
of axillae of two years’ duration, and lesions on the trunk and extremities that have been present 
for but six months. The body lesions are pruritic on occasion, but essentially the condition 
is asymptomatic. 

The groins and axillae show a light brown discoloration with heavily scaling borders. The 
lesions are not infiltrated. There are circular patches of discoloration and scaling along the arms 
which clinically resemble the lesions on the axilla. There are discrete erythematous areas, 
circular and confluent on the trunk. Some of the lesions have a tendency to central clearing and 
scaling inside the border. 


Wood's light and wet mount examination revealed the following: 


Axillae Brick red fluorescence Nocardia minutissima 

Groins Brick red fluorescence N. minutissima 

Neck Speeks of golden fluorescence Microsporon furfur 

‘Trunk No fluorescence Negative 

Arms No fluorescence Negative 
DISCUSSION 


Dr. Davin BALiin: It is my impression that erythrasma is not seen as frequently as in the 
past. I wonder if this is the experience of other members. 

Dr. Anprew G. Franks: This represents a patient with two fungous infections—erythrasma 
and tinea versicolor. Similar combinations have been described by Dr. Muskatblit and others. 
Mycologic studies showed both N. minutissima and M. furfur. As for the other lesions that 
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this patient has, we have been unable to find, to this date, any evidence of fungous infection. 
The possibility of skin changes as found in lymphoblastoma should be thought of. Dr. Lewis 
and others have described this close relationship between fungous infection and lymphoblastomas. 
Dr. Muskatblit and Dr. Baer have reported a generalized fungous infection associated with 
congenital ichthyosiform erythroderma. 


Molluscum Contagiosum? Presented by Dr. A. A. FISHER. 

Chronic Lymphedema. Presented by Dr. Davi BALLIN. 

Case for Diagnosis. Lichen Planus? Leucoplakia? Presented by Dr. A. J. OrFuss. 

Papulonecrotic Tuberculid. Presented by Dr. A. J. OrFuss. 

Von Recklinghausen’s Disease with Fibroxanthomatous Changes. Presented by Dr. Irwin I. LUBOWE. 


CHICAGO DERMATOLOGICAL SOCIETY 


Julius Ginsberg, M.D., President 


Irene Neuhauser, M.D., Secretary 
Oct. 20, 1954 


Blastomycosis. Presented by Dr. THEODORE CoRNBLEET, Dr. SipnEy Barsky, and (by 
invitation) Dr. Harotp Marks. 


History.—This 20-year-old Negro gives a history of cough for two months and three facial 
granulomas for 21 days. He first developed a nonproductive cough with left pleural pain two 
months prior to admission to hospital. There was no hemoptysis. Three weeks before admission 
he noticed on his neck a small lesion which grew rapidly. Two additional similar growths 
appeared on the face. 

The past history and the family history were noncontributory. 

Physical Examination.—There were three almond-sized, granulomatous, crust-covered lesions, 
one each on the neck, the chin, and the forehead. These lesions had sloping borders containing 
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minute vesicles. Palpable nontender cervical nodes were present. There was left chest dullness 
and some rales in the right base. Blood pressure was 128/70, pulse 100, respiration 26. 

Laboratory Findings—Blood culture showed no growth. Sputum culture showed no growth. 
On smear of facial lesion yeast cells were seen and Blastomycetes were grown. Biopsy of facial 
lesion showed blastomycosis. Urine culture showed no growth. Blastomycetes were grown from 
prostatic smear and culture. Node biopsy showed blastomycosis. 

The patient on treatment with iodides and thyroid substance showed progressive improve- 
ment, with drying of the facial lesions and decrease in chest fluid, and, as shown above, decrease 
in complement fixation. 

In early April the patient showed marked enlargement of cervical glands. Biopsy showed 
numerous Blastomycetes. The nodes have steadily decreased in size. Initially the patient lost 
weight, but after being on treatment for two months he started to gain and at present has 
reached his previous maximum. At no time did the patient show any symptoms of hyperthyroid- 
ism, with the exception of a moderate tachycardia (100 to 110). 

The patient now is in clinical and serological remission and is still receiving 5 grains (0.324 
gm.) of thyroid daily and 75 drops of saturated solution of potassium iodide three times a day. 
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Cutaneous Leishmaniasis. Presented by Dr. Davin M. CoHEN and (by invitation) Dr. 
Marvin Gotp and Dr. Joun Levitsky. 


History.—M. L. B., a 49-year-old Negro veteran of World War II, developed several pinhead- 
sized lesions on the left forearm while in Iran in 1944. These lesions increased in size and began 
to drain pus. A diagnosis of leishmaniasis was made while he was in Iran, and he was treated 
with intravenous stilbamine glucoside (Neostam). The discharge abated and the lesions 
regressed but left him with residual hard subcutaneous nodules which have persisted until the 
present time. 

In 1947, after local trauma, the lesions flared, but leishmaniasis could not be confirmed and 
the discharge subsided spontaneously. Again in 1954, following local trauma, the lesions broke 
down and drained. 

The patient had no systemic complaints. 


Physical Examination—Examination was noncontributory except for the skin lesions. On 
the flexor surface of the left arm at the wrist there is a group of deep-seated nodules. Associated 
with these nodules in some deep areas there are vesicles, and in others central suppuration is 
present. A single nodule appears on the anterior surface of the forearm at the elbow. On the 
forearm are several scars which followed excision of similar lesions in the past. 

Laboratory Findings—The urinalysis and serologic tests and blood picture were normal. 

Liver function tests were normal. Cultures from suppurative nodules on NNN medium did 
not reveal any growth. Skin biopsy revealed an extensive area of ulceration. The ulceration 
showed an inner layer of caseous necrosis. There are also a number of giant cells resembling 
Langhans’ giant cells. Peripherally numerous large histiocytic cells are seen containing numerous 
Leishman-Donovan bodies. There is also considerable lymphocytic infiltration. 

Treatment—tThe patient is now undergoing treatment with x-rays. 


DISCUSSION 


Dr. A. BucHHoLz: Two years ago I presented a case of blastomycosis involving the lung 
and skin. The patient had a pneumonectomy, since it was felt he had a bronchogenic carcinoma. 
Blastomycetes were found in the lesion of the skin. Then on reexamination of the surgical 
pathological specimen it proved to be blastomycosis. He was treated with 2-hydroxystilbamidine 
two years ago, and when seen two weeks ago was free of all osseous, cutaneous, and pulmonary 
forms of blastomycosis. 

Dr. WALTER WILson, Los Angeles (by invitation): I was interested in the fact that in this 
case blastomycosis was observed first as a pulmonary disorder and subsequently as skin manifesta- 
tions. I am one of those who have become rather convinced, although not entirely so, that 
blastomycosis originates almost always as a pulmonary infection, and that the cutaneous form 
known for so many years and observed in chronic cases, which spreads from a single skin focus 
and lasts for such a long time, is in all probability the residual of a dissemination from such a 
pulmonary infection. In this view I concur with Drs. Schwarz and Baum in Cincinnati. I was 
lucky enough to see the only case of coccidioidomycosis resulting from direct primary inocula- 
tion of the organism into the skin. Following that inoculation a chancriform syndrome resulted, 
closely mimicking sporotrichosis. It was interesting to go back and attempt to discover what 
would happen if Blastomycetes were similarly directly inoculated into the skin. There are now 
four such instances known, none of which develop the chronic lesions which we have all seen 
for years, but instead, exhibited this chancriform syndrome. All four patients were alive many 
years later, and had shown no evidence of continuation of blastomycosis. 

I think this boy’s course is a rather expected thing in blastomycosis, and indicates that the 
primary pulmonary infection occurred but a short time ago. I will ask the presenter whether 
intradermal and complement fixation tests were done. 

Dr. ArtHuR Curtis, Ann Arbor, Mich.: I was interested that Dr. Wilson stated his belief 
that many instances of blastomycosis began as pulmonary infections. I certainly agree with that 
statement. We have had one interesting experience with a similar type of patient in whom the 
onset was a blastomycotic pneumonia with bloody, purulent sputum from which we cultured 
Blastomyces dermatitidis. Anteroposterior, lateral, and oblique x-rays showed no infiltration 
within the lungs. We thought perhaps there might be a tracheobronchial ulcer due to blasto- 
mycosis, so we bronchoscoped the patient and again found organisms but no ulcerations. The 
patient later developed cutaneous lesions but never had x-ray evidence of pulmonary lesions. 
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If the lungs are the primary source of infection, the cutaneous lesions are embolic phenomena. 

I never have treated a patient with leishmaniasis with stilbamidine, but I was interested in 
this patient because he had had the disease for 10 years and still had active lesions. Stilbamidine 
showed arrest of his disease. 


It now seems apparent that doses of 100 or 150 mg. per day of stilbamidine or hydroxy- 
stilbamidine have been too small. Alternate courses of the drug should probably not be given. 
Perhaps we ought to give up to 300 mg. a day in a continuous course for longer periods of time. 
Those who have given larger doses for longer periods of time are getting much better results 
than those who give smaller doses and multiple short courses of the drug. 


Dr. Leon GotpMan, Cincinnati: In our experience, negative x-ray pictures do not mean 
that the lungs are free of blastomycosis. One of our patients was a veteran, who had a whole 
series of x-rays of the chest before he died. They were said to be completely negative; yet at 
autopsy, the lungs were riddled with fungi. 


I am grateful to Dr. Cornbleet for using combinations of thyroid and iodide, for in my 
experience, thyroid has not been used. Dr. Cornbleet stated that this man is doing well with 
the addition of the thyroid. 


In regard to Case 9, this is a lymphangitic type of leishmaniasis, resembling sporotrichosis. 
The duration is unusually long. I do not believe I would be able to make a diagnosis without 
that well-stained slide, or a culture, which should be even easier. A number of experts have 
missed this organism in tissue, unless it is a well-stained section and the organisms are numerous. 
Without cultures, it is often difficult to tell whether the organisms seen in section are Leishmania 
or Histoplasma. Culture would be the only sure way to tell. 

I would agree with Dr. Curtis that this man needs systemic therapy in addition to x-ray. 
Dr. Sagher has had brilliant results with grenz ray, even though this granuloma is deep. It 
would be interesting to see how this patient would react to a little deeper type of x-ray therapy. 
We are interested in the immunobiology of leishmaniasis of the Old and New Worlds. You 
may recall the patient of Dr. Fasal whose leishmaniasis was of Mexico and who was positive 
to leishmanin from the Middle East. It would be of interest, to attempt to test this patient to 
leishmanins of the East and that from Central or South America. 

Dr. STEPHEN RoTHMAN: I am surprised to hear that oriental sore caused by Leishmania 
tropica should last as long as 10 years. In some areas of the Mediterranean this condition is 
called the “one year’s sore,” and it hardly ever persists much longer in a clinically recognizable 
form. Also, it is surprising that the Armed Forces have not carried out inoculations on thighs 
or legs on the troops in the Mediterranean in order to prevent infection on uncovered regions 
of the body with unsightly scars resulting. This is being done for the native population of the 
cities in the Near East. 


Dr. THEODORE CORNBLEET: There was a series of complement fixation determinations 
made for blastomycosis. Early the result was a weak positive, later becoming strongly so, fol- 
lowed again by weaker ones. Now the result is negative. The fixation pattern for histoplasmosis 
traversed this same general curve, but the progress of its phases lagged a little behind those for 
blastomycosis. Others, too, have found some overlapping in these two tests. 


Our results in treating blastomycosis with iodides and thyroid encourages us to continue with 
their trial. We plan to see what thyroid alone will do. This would seem to offer an alternative 
mode of therapy to that of the stilbenes, when and if that is desirable. 


Dr. Davip CoHEN: We, too, were impressed with the long duration of this condition and 
the failure of the patient to heal spontaneously or respond to various forms of treatment. How- 
‘ever, it is interesting that he would go along in a rather good state until some local trauma 
seemed to precipitate a recurrence. In the ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY in 
December, 1952, Fidler reported a case of leishmaniasis in which the incubation period supposedly 
was about three and one-half years. There is no unanimity of opinion as to time of the incubation 
period. There is a possibility that many cases may be acquired in the Middle East, but because 
the patient has been out of the locale, and because the time element is so indefinite, this condition 
may be overlooked. Dr. Rothman mentioned spontaneous healing in a year. In many geographic 
areas the local name given to the disease means “one-year duration.” We would like to treat 
this patient with 2-hydroxystilbamidine, but could not get the patient to remain in the hospital. 
We, therefore, decided to give him some ambulatory form of treatment, namely roentgen 
therapy. ; 
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Dr. S. J. Zaxon: In 1936 Dr. Flarer, an Italian dermatologist, introduced the use of 
quinacrine (Atabrine) in the treatment of leishmaniasis, and I understand that this at present 
is the accepted form of therapy in endemic areas. 


Myeloma with Skin Metastases. Presented by Dr. SAMUEL BLUEFARB, Dr. HAROLD Ronin, 
and (by invitation) Dr. Cantos Det Busto. 

History—A 58-year-old Negro entered the hospital with the complaints of constipation, 
joint pains, and “something like it was alive inside the chest and abdomen.” He had to quit work 
last January because of pain in the hip, and since then has had several hospital admissions in 
various hospitals, always with the complaint of severe pain in the hip and later in the spine. He 
has lost 50 lb. (22.7 kg.). 

The patient has had typhoid, pneumonia, and sore throat, and has had arthritis for five years. 
He has had an appendectomy for ruptured appendix and surgery for varicose veins. One sister 
died of “galloping consumption.” 

Physical Examination—Examination was negative except for reddened throat, coated tongue, 
foul breath, and glaucoma. 

Laboratory Findings.—Serology was normal. Complete blood count was normal. Total protein 
9.8 gm., albumin 3.4 gm., globulin 6.5 gm., gamma globulin 3.04 gm. per 100 cc., thymol turbidity, 
2.4 units, alkaline phosphatase 2.2 units. 

Biopsy of chest wall showed reticulum cell sarcoma. Biopsy specimen shows plasma cell 
myeloma. 

X-ray of pelvis shows osseous metastases involving the pelvis. X-ray of skull is compatible 
with osteolytic metastases. X-ray of chest showed bronchiogenic carcinoma with destruction of 
the fifth rib. Impression on repeat x-rays: Multiple myeloma. Sternal puncture: Bone marrow 
showed plasma cell and reticuloendothelial cells. 


Multiple Myeloma with Amyloid Nodule of Gum. Presented by Dr. SAmMuEL BLUEFARB 
and Dr. Harotp Ropin and (by invitation) Dr. LEonarp Horr. 


DISCUSSION 


Dr. SAMUEL M. BiuEFarB: The cutaneous lesions of multiple myeloma can be classified 
into two groups: the specific and the nonspecific. The first group present extramedullary plasma- 
cytoma of the skin without involvement of the bone, and skin tumors from metastases of 
the bone involvement. This patient has involvement of the ribs with tumors of the skin. The 
nonspecific group of cutaneous lesions are based on the presence of abnormal proteins. First to 
be considered is amyloidosis with purpura and macroglossia; second, the presence of cryo- 
globulins with Raynaud’s phenomenon and ulcerations of the fingers; and third, hyperglobinemia 
with positive blood serology. 


Hemilateral Atrophy of the Face (Secondary to Scleroderma?). Presented by Dr. E. M. 
SMITH. 


History.—Mr. J. A. M., a white man, aged 38, has a collapse of the bony, anterior, sub- 
cutaneous structure of the left side of his face to the extent of about % in. (1.3 cm.). He 
claims that he had a thickening of the face about 30 years ago, and following that there was a 
slow collapse of his face. The patient states that this process is still going on. 

He also described an area on the anterior right thigh which would be suggestive of a doughy 
scleroderma, but there is no evidence of it at the present time. 

Physical Examination—The whiskers on the left side of the face are slightly sparser than 
on the right side. There is no evidence of atrophy or scleroderma of the face at the present time. 
The eye is apparently not involved by the process, and there are no neurological changes noted. 


Laboratory Findings——The x-ray pictures show a structural deformity which led the roent- 
genologist to suspect that there might be old fracture lines present. A biopsy of a pigmented area 
on the neck did not show any scleroderma. 
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Raynaud’s Disease with Sclerous Changes. Presented by Dr. James WEBSTER and Dr. 
STANLEY Hurr and (by invitation) Dr. Harotp Marks. 


History.—This 39-year-old white woman has had stiffness of the fingers for 20 years. In the 
last four years, and especially in the last six months, the condition has become severer, so that she 
could no longer work. 

One year ago she was seen at Cook County Hospital skin clinic, and a biopsy confirmed the 
diagnosis of scleroderma. She has never had dysphagia. 

The past history revealed the usual childhood diseases, phacocystectomy in 1938, appendectomy 
many years ago, a seven-year history of pelvic inflammatory disease. Raynaud-like phenomenon 
of the hands had been present 20 years or more. Patient has had hemorrhoids for years. In 
1928 she had pneumonia. 

One brother has thyroid and lung trouble, another brother has heart disease and hemophilia. 

Physical Examination—There is scleroderma of the hands and a scar on the left thigh. 

Laboratory Findings—All findings, including barium swallow, were normal. 


Treatment.—The patient was given chloraquine, 250 mg. b.i.d., beginning on Sept. 26, 1954. 
There has been some improvement in motion plus an increase in the temperature of the fingers. 


Acrosclerosis with Calcinosis. Presented by Dr. JAMES WEBSTER and Dr. STANLEY HuFF 
and (by invitation) Dr. Cartos Det Busto. 


History—This 56-year-old white woman entered Cook County Hospital with complaints of 
vomiting after meals for one month. She had had difficulty in swallowing for one week. Her 
previous admission to Cook County Hospital had been ‘six years before, at which time she had 
undergone a bilateral sympathectomy for Raynaud’s disease of the fingers. She also complained of 
“hardness and stiffness of the fingers,” which had been present ever since her surgery. Preceding 
the present gastrointestinal symptoms, the patient was subjected to a great amount of emotional 
trauma. 


The past history was negative except as mentioned above. The family history was non- 
contributory. 5 


Physical Examination—Examination revealed olecranon bursitis; fingers hard and shiny 
with some decreased flexion; a series of subcutaneous nodules along the extensor surfaces of 
both forearms, 


X-Ray Examinations—Barium swallow showed cardiospasm in lower esophagus, relieved 
with glyceryl trinitrate. Upper gastrointestinal tract normal. Barium enema normal. Chest normal. 
Graham-Cole normal. Hands showed dissolution of terminal tufts compatible with scleroderma: 


Esophagoscopy showed cardiospasm. Electrocardiogram showed a normal graph. 


DISCUSSION 


Dr. Paut O’LEary, Rochester, Minn.: Hemiatrophy may be a serious disease; from the 
dermatological standpoint it varies from a linear naevus flammeus or a streak of scleroderma 
or atrophy on the scalp or forehead to severe involvement of the arm, leg, and trunk. When the 
disease starts in childhood, the manifestations in the extremities result in pronounced atrophy 
of the bone and muscle structures, and a functionless arm or leg may result. When the disease 
starts in early adulthood, it may result in a pronounced atrophy of the side of the face and jaw 
bone, although the skin appears normal. Although the cause of the syndrome has not been 
described, the various concepts indicate that it is a trophoneurosis, or, as Wartenberg (Warten- 
berg, R.: Progressive Facial Hemiatrophy, Arch. Neurol. & Psychiat. 54:75-96 [Aug.] 1945) 
suggested, a cerebral heredodegeneration. The concept that trauma might be a factor was not 
established in the 88 cases we have reviewed recently. Included in the category of trauma were 
infections such as encephalitis, etc. The survey also indicated that central nervous system. com- 
plications are common, as epilepsy occurs heterolaterally or contralaterally. We noted right- 
sided hemiatrophy with left-sided epilepsy, as well as epilepsy occurring on the same side with the 
hemiatrophy. Severe migraine and pronounced neuroses are common in these patients. Visceral 
atrophy of the right-sided organs has been reported in one case that came to autopsy, and we 
encountered one patient in whom mild visceral atrophic changes were recognized at suregry. 
Lipoatrophy or lipodystrophy with overlying normal skin may be the most prominent feature of 
the condition in some patients. I know of no treatment that is of much value. Cervical and 
lumbar sympathectomy did not help two children. 
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Localized Myxedema, Showing Improvement Following Therapy with Acetazoleamide 
(Diamox) and Cortisone. Presented by Dr. SamueL BLUEFARB and Dr. HaRoLtp 
Roprn and (by invitation) Dr. HAaRoLD Marks. 


History.—A 39-year-old Negro woman, had a thyroidectomy in 1949 for thyrotoxicosis. At 
that time she had a mild exophthalmos, which progressed postoperatively despite cessation of 
her other symptoms. In 1950 the patient noticed that she tired easily, and this symptom has 
progressed. 

One year ago she noticed a tingling feeling in both legs, which was soon followed by a pain- 
less, localized, noninflammatory swelling over the right tibia. This was followed by a similar 
swelling over the left tibia. Diagnosis of localized myxedema was made and confirmed by biopsy. 
No treatment was given at that time. 

The patient was recalled to Cook County Hospital and hospitalized on Sept. 3, 1954, for 
treatment. 

Past history revealed a thyroidectomy in 1949, and a possible allergy to pencillin. The family 
history was noncontributory. 

Physical Examination.—There was mild exophthalmos and pretibial myxedema. 

Laboratory Findings——Urinalysis normal. Basal metabolic rate (Sept. 23, 1954) +-5. Total 
protein 7.0 gm. per 100 cc.; A/G 4.9/21. 

Thymol turbidity 3.0 units; gamma globulin 1.10 gm. per 100 cc.; sodium 141 mEq/L; 
potassium 3.9 mg.; chlorides 111 mg. per 100 cc. 

Treatment.—The patient was treated with acetazoleamide (Diamox), 250 mg. b.i.d.; suc- 
cessful diuresis resulted, and the mass had softened appreciably. The exophthalmos has decreased 
visibly. 

On Oct. 6, 1954, it was felt that the leg lesions were not responding with sufficient rapidity, 
and the patient was treated with corticotropin (ACTH) gel, 20 units twice daily, in addition to 
the acetazoleamide. 


DISCUSSION 


Dr. M. J. Reuter, Milwaukee: This is the classical localized myxedema with the pre- 
tibial lesion. After going years without seeing one, I have seen two within the last year which 
were very marked. I do not know the significance, but both of them had been treated with radio- 
active iodine and subsequent surgery. On examination, lesions appeared within a year or two. 


Dr. ArtHUR Curtis, Ann Arbor, Mich.: Localized myxedema and exophthalmic goiter 
go hand in hand. Anything that checks the hyperthyroidism, such as propylthiouracil or surgical 
ablation of the gland, may not prevent either from occurring. In fact, the opposite may occur. The 
thyroid-stimulating hormone secreted by the anterior lobe of the pituitary gland may be increased 
by either form of therapy. Thyroxin, which normally comes from the thyroid, is reduced by 
either procedure of treatment. The balance maintained by thyroxin from the thyroid having a 
tendency to decrease the thyroid-stimulating hormone from the pituitary is known as the TSH, 
thyroid axis or balance. When the former is decreased, the latter increases and/or localized 
myxedema and exophthalmos of the progressive type develops. 


Dr. Paut O’Leary, Rochester, Minn.: It is almost 30 years since I reported a group of 
patients with localized myxedema. Our original case was unusual in that he had involvement of 
the fingers as well as the lower legs. The late Dr. Henry Plummer, who had special interest 
in diseases of the thyroid gland, would not accept the idea that a patient who had hyper- 
thyroidism of the exophthalmic type, who underwent thyroidectomy, while still displaying clinical 
signs of Graves’s disease, could develop plaques on his legs and fingers that were myxedematous. 
Accordingly, after recognizing other patients with the same problem, he consented to our 
recording them in the literature under the title, solid edema of the extremities in association 
with exophthalmic goiter (O’Leary, P. A.: Localized Solid Edema of the Extremities in Associa- 
tion with Exophthalmic Goiter, Arch. Dermat. & Syph. 21:57-70 [Jan.] 1930). At that time Dr. 
Plummer suggested the possibility that the pituitary gland might be related in some way to this 
problem, and Dr. Curtis has just discussed this feature. Patients with localized myxedema 
became very rare after the advent of use of strong iodine solution (Lugol’s solution) for patients 
with hyperthyroidism, but more recently with the use of the isotopes we have begun to see such 
cases again. Over long observation periods of several years many of the myxedematous plaques 
involute spontaneously. 

Dr. SAMUEL M. BiueFars: Acetazoleamide (2-acetylamino-1,3,4-thiadiazole-5-sulfonamide) 
has recently been used by ophthalmologists in the treatment of exophthalmos. Since Dr. Curtis 
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postulated that the mechanism producing localized myxedema is the same as that of exophthalmos, 
acetazoleamide, a diuretic, was given to this patient having localized myxedema. There has been 
a decrease in the plaque size as indicated by the measurements given in the history. Several 
smaller nodules are now palpable in one single solitary plaque. At present we are giving cortisone 
with the acetazoleamide in an attempt to reduce the plaque still further. 


Case for Diagnosis: Lymphoblastoma? Presented by Dr. STEPHEN RoTHMAN, and (by 
invitation) Dr. BERNARD STONE. 


History.—J. K., a 54-year-old white man, developed a crack between his toes over three and 
one-half years ago. Between the onset of his disease and the first admission to Billings Hospital, 
the patient had had five hospital admissions, including one at the Illinois Research Hospital. 
When first seen in February, 1954, the distal part of his left foot was erythematous, swollen, and 
oozing. The swelling was most marked in the fourth toe and on the ball of the foot. At Billings 
Hospital (and previously in Illinois Research Hospital) the patient was treated for vegetating 
pyoderma and dermatitis repens without success. In July, 1954, it was noted that the left fourth 
toe became increasingly swollen to the size of a plum, with the center of the tumor becoming 
increasingly necrotic. Around the same time there appeared numerous psoriasiform, papular, 
and nodular lesions over both elbows and on the trunk. Because of histopathological findings at 
that time the following therapy was given. 

On Aug. 5 and Aug. 6 a course of nitrogen mustard was given. On Aug. 12 x-ray therapy 
was started to the left forefoot; 3450 r was given to this area within 23 days (250 kv.). The 
response of this foot lesion to x-rays was dramatic. Other lesions also improved after nitrogen 
mustard therapy. Around the end of September it was-noted that accompanying the regression 
of many of the skin lesions many new nodular lesions were appearing. The foot stayed improved. 
Now the patient displays a number of hard nodules over the entire body, which vary in size. 

Laboratory Findings—Blood picture normal. 

X-ray of the left foot revealed a soft tissue mass on the left fourth toe. There was no bone 
involvement. Chest x-ray showed nodular lesions in the mediastinum. Search for fungi was 
repeatedly negative. 

Biopsy from medial left foot: The epidermis reveals moderate acanthosis. Throughout the 
corium especially in the perivascular location are accumulations of plasma cells, large lympho- 
cytes, and some reticulum-like cells, Also there is some hemorrhage and pyknosis in these areas 
of pronounced infiltration. There are scattered accumulations of eosinophiles. Impression: 
compatible with lymphoma. Stain for iron is positive and stain for melanin is negative in the 
corium. 

DISCUSSION 


Dr. Marcus Caro: I am not prepared to make a histologic diagnosis from such a cursory 
examination of a section. I am not at all convinced that it is a lymphoma. What it is I do not 
know, but it may still be an inflammatory process. 

Dr. ADoLPH RosTENBERG: Dr. Rothman, isn’t this the patient we had at Illinois for quite 
some time? When he was at Illinois I saw him on numerous occasions, and he appeared to have 
a process of the foot such as acrodermite continue of Hallopeau. We all considered it as such. 


Another case of this condition shown before this Society was Mr. M. The two had every 
conceivable type of treatment tried topically and internally. Each promptly received all the new 
antibiotics, but to no avail. Many of these patients have psoriasis-like lesions and certainly Mr. 
M. did. This patient now presents nodose, tumor-like masses, which he never showed when we 
saw him. What these are, I do not know. According to the history, he recently has received a 
large amount of the sulfonamides, and leukemoid blood pictures have been reported not too 
infrequently after such medication. I think it is possible that his leukemoid picture may be on 
such a basis. 


Dr. STEPHEN ROTHMAN: This patient has been seen by several members of this Society and 
for a long time we all thought on clinical and histological grounds that he suffered from a banal 
vegetating pyoderma of the foot. 

All local and systemic therapeutic attempts have failed and the patient gradually developed a 
great number of infiltrated nodules on trunk and extretnities. Biopsies taken from these nodules, 
recently also from the foot, showed reticular-cell type of tumors. Nitrogen mustard treatment 
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and intensive deep x-ray therapy were initiated, with dramatic local improvement. However, 
new nodules have developed in the skin and the last.x-ray film of the chest showed nodular 
infiltrations. 

It was thought that the patient may have developed his disease subsequent to intense sulfa- 
pyridine treatment. However, nodules started to appear before this therapy was initiated. 


Sarcoidosis with Atrophy. Presented by Dr. James WEBSTER, Dr. STANLEY Hurr, and 
(by invitation) Dr. Harotp Marks. 


Treatment—The patient was treated with isoniazid, without effect. She was then given 
quinacrine (Atabrine) (1 tablet t. i. d.). The lesions showed steady regression, and on the face 
left a peculiar atrophic depressed scar. Later, when improvement ceased, she was given 50 mg. 
of cortisone three times daily. There has been some questionable improvement. 


DISCUSSION 

Dr. Joun E. Datron, Indianapolis, Ind.: In our earlier published study on the effect of 
isoniazid therapy in cutaneous tuberculosis, we included three cases of sarcoidosis. At the time 
of our report, we believed this drug produced but little if any clinical or pathological betterment 
in sarcoidosis. However, these three cases and others were continued on this therapy for an 
additional 9 to 12 months, and we now believe that the prolonged administration of this medica- 
ment may have been responsible for the lasting clearing or improvement which rather frequently 
resulted and which eventually allowed the discontinuance of the drug without a recurrence or an 
exacerbation ensuing. True, one cannot make definite claims for isoniazid in sarcoidosis, because 
we are dealing with a disease which may sometimes show variations in its objective and sub- 
jective symptoms. 


Juvenile Acanthosis Nigricans. Presented by Dr. Ropert E. Bioom (by invitation) and 
Dr. STEPHEN ROTHMAN. 


E. A., a 17-year-old girl student, was first seen in the University of Chicago Dermatology 
Clinic, Sept. 4, 1954, with skin changes first noted six years ago. 

At the age of 5 years she sustained a skull fracture and subsequently became obese. She now 
weighs 185 Ib. (83.9 kg.). 

Physical examination reveals an obese young woman with purple abdominal striae and with 
velvety hyperpigmented patches on the nape of the neck, axillae, and groin. Ophthalmological 
examination revealed compound myopia and astigmatism. The remainder of the physical exami- 
nation was normal. 

Laboratory tests, including complete blood count, urinalysis, and Kahn reaction, were negative. 
Serum sodium, potassim, chloride, carbon dioxide, pH, calcium and phosphorus, and plasma 
proteins were normal. Chest microfilm, three-hour glucose tolerance test, and basal metabolic 
rate were all normal. Skull x-rays showed the right frontal sinus slightly more developed than 
the left, with minimal elevation of the right petrous pyramid fulfilling some of tue signs of 
cerebral hemiatrophy. with homolateral hypertrophy of the skull and sinuses; normal sella turcica. 

Biopsy shows aconthosis with a wavy surface. Throughout the upper corium there is a band- 
like area of pale-staining collagen fibers which are relatively sparse in number. Silver stain 
shows melanin pigmentation of the basal layer. 


DISCUSSION 


Dr. S. W. Becker Sr.: The adrenal gland is often blamed, but there are no accompanying 
symptoms referable to adrenal insufficiency. The velvety verrucous change in the skin is primary, 
and the pigmentation may be merely secondary. It is a unique dermatological disorder. 

Dr. Artuur C. Curtis, Ann Arbor, Mich.: What Dr. Becker said about the adrenal being 
oversized in juvenile acanthosis nigricans is interesting. Adult acanthosis nigricans is so often 
associated with neoplasms of the adenocarcinoma type, but they also have pigmentation. Recently 
in an exhibit by Drs. Lerner and Fitzpatrick presented at the American Medical Association 
meeting in San Francisco, they showed that pigmentation in Addison’s disease was due to 
destruction of the adrenal gland and loss of the inhibiting effect of epinephrine and norepinephrine 
as well as cortisone and hydrocortisone on both the melanocytes and MSH hormone. We are now 
studying a patient with a Froehlich-like syndrome, who also has a juvenile acanthosis nigricans. 

Perhaps the skull fracture this patient had previously might have affected the pituitary gland 
and led to her present abnormality. 
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Dr. STEPHEN RoTHMAN: This is our second case of juvenile acanthosis nigricans with a 
history of skull fracture and development of obesity soon afterwards. In this case, on the basis 
of our earlier finding of basophilic pituitary adenoma, we shall try to treat the patient with x-ray 
irradiation of the pituitary gland. Concerning pseudoacanthosis nigricans. Dr. Webster has 
discussed this condition, and most of us agree with him that the existence of such an entity is 
rather doubtful. Here in Chicago several cases with typical clinical and histological picture for 
acanthosis nigricans were diagnosed by Dr. Curth as pseudoacanthosis nigricans. I do not 
believe that some slight improvement of the lesions (decreased maceration and succulence) when 
the patient loses weight suffices to differentiate a true and a pseudo acanthosis nigricans. 


Alopecia Totalis Treated with Cortisone and Corticotropin (ACTH). Presented by 
Dr. E. M. SmirH. 


Miss M. M., an unmarried white woman, aged 52, was first seen on April 14, 1954, with 
large patches on the scalp of alopecia areata of one year’s duration. The loss of hair involves 
also the eyelashes, eyebrows, and some body hair. 

The patient gave a history of having an attack of alopecia areata 20 years before. This cleared 
in four months. The patient also has an extensive vitiligo, which started 15 years ago and has 
spread slowly until cortisone therapy was started for the alopecia. Since May, 1954, the patient 
has been taking 25 mg. of cortisone five times a day, with 10 units of corticotropin (ACTH) 
intramuscularly once a week. 

Under this treatment the patient did not lose quite all of her hair, and it began to return until 
it is now about % in. (1.27 cm.) long over the scalp, and there is a normal return of the eye- 
lashes, eyebrows, and body hair. The vitiligo also began to improve substantially. 

On Aug. 21, 1954, the patient’s dose of cortisone was reduced from 5 to 4 tablets of 25 mg. 
each a day. After this she developed new patches of alopecia areata in the scalp, and the vitiligo 
ceased to improve. On Sept. 25, 1954, the dose was increased from 4 to 5 tablets a day, but the 
alopecia areata has become steadily worse on her scalp, and she is beginning to develop more 
areas of vitiligo. 


Vitiligo: Response to Methoxsalen (Oxsoralen). Presented by Dr. Atrrep B. FALK. 


S. E., a white girl aged 11 years, first developed areas of depigmentation on the body at the 
age of 534 years. On examination, various-sized areas of depigmented skin were present over 
the face, trunk, and extremities. Kodachrome plates show condition at that time. 

Treatment 4vith methoxsalen (Oxsoralen) was started on June 9, 1954, by oral administration 
only. Within a week many of the depigmented patches became pink in color and then repigmenta- 
tion began. However, an occasional new small patch of vitiligo continues to appear. 

Two slides are demonstrated from tissue removed from separate sites on the back. The first 
shows skin intact but for lack of pigment; the second is from site previously devoid of pigment 
but repigmenting after therapy. 


DISCUSSION 


Dr. Harry R. Foerster, Milwaukee: I think a word should be said against cortisone and 
corticotropin in any chronic disease of this nature, or diseases that may clear up spontaneously. 
In this instance the patient showed a definite response only after very prolonged therapy with 
a potentially dangerous drug. When the dosage was reduced, the hair began to fall out again. 
We cannot be sure that continued therapy will be effective in restoring hair permanently. On 
the other hand, the risk of doing permanent damage is being run. I believe the presenter is 
justified in using this therapy to determine its effectiveness, but I do not think it should be used 
for a long period of time. 

Dr. Henry A. Brunstinc, Toledo, Ohio: Dr. Smith’s patient has received cortisone, 
100 to 150 mg. daily, for several months. There has been no regrowth of hair. In addition, she 
has vitiligo, and likewise, according to her statement, there has been no improvement in this 
condition, 

As to Dr. Falk’s case, we have treated some 30 patients having vitiligo with methoxsalen, 
on an experimental basis. Our results have not been too encouraging. It is true that the prog- 
nosis is better when the vitiligo has been present only a short time. It appears that the return 
of pigmentation is more rapid when the areas of vitiligo are exposed to ultraviolet light within 
two hours after oral administration of the methoxsalen. Exposure to natural sunlight is most 
effective, and next to this is that obtained from the use of the oldfashioned carbon-arc lamp. 
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Dr. Paut O’LeEary, Rochester, Minn.: I am opposed to the treatment of vitiligo with 
cortisone. It is akin to shooting sparrows with an atomic cannon. 

Dr. SAMUEL BLUEFARB: We have used this drug in topical form in four cases; psoralen 
cream plus ultraviolet light. The results were not encouraging. 


Dr. J. WALTER Witson, Los Angeles: (by invitation): In our office practice we have had 
one lawsuit because of a toxic reaction from the administration of this material, and we are 
considerably reluctant to use it any more at all. 


Dr. ALFRED B. FALK: The success in stimulating repigmentation in this child bears out 
published reports. I, too, have had a lack of success with this material on occasion. Those who 
did best developed reddening of the patches of vitiligo within a few days after starting therapy. 


Chronic Porphyria. Presented by Dr. Orro C. SteGMAIER, Davenport, Ia. 


W. G., a white man aged 52, a machine operator, developed blisters on the dorsum of the 
hand and exposed surfaces of the head in July, 1954. These had not changed much in appearance 
when I saw him on Sept. 30, 1954. These blisters appeared after trauma to the hand, and the 
patient was in doubt as to whether the sunlight had caused the blisters on the face. For the past 
number of years he has consumed approximately 35 glasses of beer a week and less than one 
pint of whiskey per year. He has not had any previous hepatitis or any known liver toxin as 
far as he can recall. 

His past history includes a probable herpes zoster involving the fifch nerve approximately 
five years ago. Four years ago he had an attack of diarrhea which necessitated hospitalization 
for one week. He has four brothers and four sisters, none of whom have had any vesicular 
bullous eruption. He can remember when he was small that his father’s face became edematous 
on many occasions. 

Examination of the skin revealed vesicles on the dorsum of the hand, most of the side of the 
face, and the ear lobes. Some of the lesions on the hand have resulted in scars. The liver and 
spleen are not palpable. There are no other pertinent findings. 

The laboratory examination revealed the blood to be within normal limits. Daily morning 
urines, collected individually from Sept. 30 until Oct. 7, all showed a definitely pink fluorescence 
under the Wood’s light. The Oct. 3 sample is accompanying the patient and can be seen under 
the light. 

On admission, the patient was placed on a liver-protective diet, including lots of protein and 
carbohydrates ; alcohol was prohibited. He also received weekly injections of liver and Bejectal 
(a vitamin B complex, parenteral preparation). Daily morning urines examined from Oct. 14 
until the present have failed to reveal any pink fluorescence. 


Chronic Porphyria. Presented by Dr. Otto C. StEGMatreER, Davenport, Ia. 


On Aug. 15 treatment with chloroquine (Aralen) was begun, 250 mg. three times a day. 
On Aug. 18 the patient had a severe gastrointestinal colic consisting of vomiting, diarrhea, and 
pain in the abdomen. At that time he stated that the urine was dark. red in color, and the sample 
brought to the office at a later date showed the urine to be a florid red color. The chloroquine 
was stopped immediately, and since that time he has been on a liver-protective diet, riboflavin, 
10 mg. three times a day, nicotinamide, 100 mg., three times a day, and weekly injections of liver 
and Bejectal. For the past 30 days the urine has been free from pink fluorescent material. 


DISCUSSION ON PRECEDING TWO CASES 


Dr. Ropert Kiertanp, Rochester, Minn.: These two patients present all the classical 
findings of porphyria cutanea tarda, as emphasized in the past by Dr. Brunsting and others. 
Blistering on the light-exposed areas, milia, pseudosclerodermatous involvement, Nikolsky’s 
sign, and the suffusion of the facies are all characteristic of this condition. This is an example 
of one of the hepatic forms of porphyria, of which the other is the acute intermittent type asso- 
ciated with abdominal crises, neurologic symptoms, etc. The two types occasionally may be 
mixed. These two conditions are in contrast to the rare erythropoietic type of porphyria, which 
is the congenital form characterized by the bizarre symptom of erythrodontia in addition to 
others. Dr. Brunsting has reviewed this problem in his Presidential Address before the American 
Dermatological Association, and I might also refer to the excellent article by Schmid, Schwartz, 
and Watson (Porphyrin Content of Bone Marrow and Liver in the Various Forms of Porphyria, 
A. M. A. Arch. Int. Med. 93:167-190 [Feb.] 1954). 
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We have seen a few patients with a combination of discoid lupus erythematosus and porphyria 
cutanea tarda. In one patient, presented before the Minnesota Dermatological Society last 
September, quinacrine had produced clearing of the lupus erythematosus, but had no influence 
whatsoever on the clinical manifestations of the porphyria. 

Dr. Leon GoLpMAN, Cincinnati: I would like to say a few words about the toxic effects of 
chloroquine, because from the cases presented this afternoon, I see it is being used in a number 
of various diseases. It has been used in the! lymphocytosis faciei. It has been used in sarcoidosis 
in a small series with some interesting results. It has also been used in therapy of various light 
dermatoses. I think we should consider the toxicity of this drug. We have tried to study the 
reasons for the weight loss in chloroquine, which may be quite severe. We don’t know exactly 
why patients do lose weight on an adequate diet and appetite. In the healing of chronic lupus 
erythematosus even some of the old pitted scars have disappeared. Disappearance of the telangi- 
ectasia was reported in Grand Rounds of the dermatological group in Cincinnati. We are now 
studying its effect on telangiectasia. We are still doing assays of chloroquine. We are learning 
that it does collect in the skin and stays there for quite some period of time. There is a chloro- 
quine preparation called Plaquenil (hydrochloroquine sulfate), which is certainly less toxic than 
chloroquine. Dosage for dosage, it appears less active than chloroquine. Consequently, with 
hydrochloroquine sulfate, we are using large doses, on the order of 200 mg. four times a day in 
some Cases. 

Dr. Orto C. STEGMAIER, Davenport, Ia.: The problem of chloroquine causing this particular 
flare-up as it did, may be explained by Solman’s “Manual of Pharmacology.” He states that the 
chloroquine levels in the nucleated cells of the liver are concentrated 200 to 300 times in the 
plasma, and that probably chloroquine and quinacrine should not be used in patients with any 
type of liver disease. 


Case for Diagnosis: Dermatomyositis? Presented by Dr. FREDERICK D. MALKINSON (by 
invitation). 

History—J. S., a 13-year-old white girl, was first seen in, the Dermatology Department of 
the University of Chicago Clinics on Aug. 24, 1954, because of pruritic dermatitis of three and 
one-half years’ duration. The eruption had begun with redness and thickening of the skin over 
the knuckles and nape of the neck, but subsequently similar changes were noted over the 
forehead and butterfly area of the face and over the extensor surfaces of the upper and lower 
extremities. Therapy with local applications and x-ray irradiation produced no improvement. 
One and one-half years ago a large area of involvement appeared on the back, and since that 
time the patient had remained untreated. Except for occasional mild pruritus, there were no 
symptoms referable to the skin or any other systems. Past history was noncontributory. The 
patient was hospitalized for further evaluation. 

Physical Examination—Examination revealed a small underweight girl of stated age with no 
abnormalities except for the skin and mucous membrane findings. The skin lesions varied in 
size from 1 to 15 cm. and were characterized by varying degrees of erythema and violaceous 
‘ discoloration, telangiectasia, pseudolichenification, and pigmentary changes over the dorsa of 
the hands, the extensor surfaces of the arms, the elbows and knees, the back, and the nape of the 
neck. A few areas showed atrophic changes. There was diffuse erythema with some telangiectasia 
over the forehead, nose, and adjacent cheeks, There were 0.5 to 1 cm. areas of whitish epithelium 
with surrounding erythema on the buccal mucosa bilaterally. 

Laboratory Data—White blood count 7000 with 66 polymorphonuclears, 31 lymphocytes, 
1 monocyte, and 2 eosinophiles. Red blood count 4,380,000; hematocrit 34. Sedimentation rate 
was 4 mm./hr. The Kahn was negative. Urinalysis was negative. Total protein 6.8 gm. per 100 
cc., with 4.8 gm. albumin, and 2.0 gm. globulin. Urinary creatinine 0.75 gm./24 hr.; urinary 
creatine 0.11 gm./24 hr. Chest film was negative. Electrocardiogram showed normal tracing. 

Biopsy Findings—The epidermis shows alternating atrophy and acanthosis. The upper 
corium is edematous and there is “laking” at the dermal-epidermal junction. A minimal lympho- 
cytic perivascular infiltrate is present throughout. 

Clinical Course.—The patient’s stay in the hospital was aeite uneventful, and after com- 
pletion of laboratory studies she was discharged with directions to take one 5 mg. methyl- 
testosterone Linguet daily. Further examinations in the Outpatient Department over the follow- 
ing five weeks revealed essentially no change in her condition. 
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DISCUSSION 


Dr. Paut O’Leary, Rochester, Minn.: I believe this child has dermatomyositis, in which 
the cutaneous changes are at the present time more prominent than the muscle involvement. The 
first time I saw a child with an identical cutaneous picture and the same distribution the diag- 
nosis of chronic systemic lupus erythematosus was made, but we have seen a number of similar 
patients since that time who all eventually developed frank dermatomyositis. 


It is well to remember that dermatomyositis is polymyositis with a variety of cutaneous 
pictures. In some patients with polymyositis there are no skin lesions but pronounced muscle 
involvement, while in others the degree of muscle involvement is minimal while the skin lesions 
are extensive. I believe this child belongs to the latter group. 


Creatinine estimations do not help a great deal in recognizing this condition; first, because 
creatinine estimations vary greatly, depending on diet, etc., and secondly, because the normal 
variations in different persons also vary greatly. Before being in a position to evaluate a 
creatinine estimation, it is necessary for one to know what the test was before the patient became 
ill, and such estimates are rarely available. 


A muscle biopsy, which is intimated as the procedure by which a diagnosis of this condi- 
tion should be made, is in my experience often a misleading diagnostic effort. First, because 
the pathologic picture of dermatomyositis is not classical; it varies from mild inflammatory 
reaction to complete atrophy of muscle bundles; and secondly, in the patient in whom only a few 
muscles are involved it is quite possible that the biopsy may be done on a normal muscle. On 
the other hand, electromyographic studies are much more helpful, as such examinations dis- 
tinguish the muscles with neuron involvement from those with primary myopathies. The 
electromyographic studies are much simpler than a muscle biopsy and, I believe, more revealing. 
The use of this procedure has uncovered many patients with polymyositis who otherwise would 
have gone undiagnosed. 


Cortisone may ameliorate, somewhat or for a short time, the course of dermatomyositis, 
but it is not curative. This child has had the condition for three years and she seems to have 
controlled it quite well, and I believe she will continue to do so, in fact that she may well improve 
further without medication of any type. However, physical therapy and muscle exercises should 
be encouraged. 


Dr. Apotpa RostENBERG: I agree with everything Dr. O’Leary has said about dermato- 
myositis, but in this particular patient it seems hard to apply the label at least until there is more 
evidence of muscular involvement. On fairly careful questioning I was unable to get such a 
history. Her activities seem to be perfectly normal. She keeps up with her playmates and her 
class, and she has no fatigue. It is very hard for me to reconcile that state with that of the 
presenting label. 

Morphologically I think this case belongs to the poikilodermas, and if muscular involvement 
appears it would be called poikilodermatomyositis. I think of this as a symptom complex with 
which dermatomyositis can be associated, but it can also be associated with other underlying 
conditions and this is the only reason that I disagree with Dr. O’Leary, because to emphasize 
the muscular changes may cause some other underlying cause for the cutaneous changes to be 
overlooked, These should be searched for. I would label the case a poikiloderma vasculare 
atrophicans, but one has to determine why she has a poikiloderma. 

Dr. FrepericK D. MALKINSON (by invitation): I would agree that this patient clinically 
presents the picture of poikiloderma. I think, however, that we are entitled to consider the 
possibility of an undelying cause and to presume that this may be poikilodermatomyositis despite 
the absence to date of demonstrable muscle involvement. About a year ago Dr. G. Wells and I 
presented before this Society a patient who had developed typical changes of poikiloderma 
more than two years before muscular changes were first noted. This history was confirmed by 
the Mayo Clinic, where the patient had previously been examined. By the time we saw him, he 
presented the typical signs and symptoms of poikilodermatomyositis, supported by laboratory 
studies and biopsy findings. 

Dr. ArtHUR Curtis, Ann Arbor, Mich.: We had a patient sent to us eight years ago 
with a diagnosis of lupus erythematosus. After very complete studies a diagnosis of a poikilo- 
dermatomyositis was made. The patient was seen again last May at the meeting in Miami. Later 
calcinosis became severe. He then developed a Cushing’s syndrome and apparently the increased 
adrenocorticotropic hormone secretion of this disease caused decalcification of his previous 
extensive calcinosis. 
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Pyoderma Gangrenosa. Presented by Dr. SamuEL BLuEFARB and Dr. Harotp Ropin and 
(by invitation) Dr. Cartos Det Busto. 


The patient is a 24-year-old white woman, who was well until two years ago. At that time, 
after the birth of her child, she developed a large ulcer over the sacrum and smaller ones on the 
left arm. She received seven transfusions and all the antibiotics then available. The lesions con- 
tinued to spread. Finally the patient was started on large doses of corticotropin and cortisone. 
She began to improve. No pathogenic cultures could be secured. 

She remained well until the present episode, which began Sept. 18, 1954, following a spon- 
taneous abortion. She received penicillin injections (two) and four days later developed abscesses 
on each buttock. She entered Cook County Hospital on Sept. 25, 1954, and was treated with 
tetracycline (Achromycin) for two weeks and received a high protein diet. She developed an 
abscess on the lower aspect of the right elbow. This spread, as did the buttock lesions. Oxy- 
tetracycline (Terramycin) produced no improvement. She then developed lesions on the left 
elbow followed by lesions on the neck and eye. She received 2 pt. (1000 cc.), of blood. 

During this episode she has developed temperatures up to 105 F. For the past six days the 
lesions have been dressed with activated zinc peroxide dressings, 

The past history and family history are noncontributory. 


Laboratory Data—Hemoglobin 59%; red blood count 2,910,000; hematocrit 30%. White 
blood count 48,000; differential: polymorphonuclears 36; lymphocytes 3; band cells 55; mono- 
cytes 4. L. E. preparation was negative. Urinalysis was negative except for 1+ albumin. 

Agglutination: Typhoid negative; Brucella negative; Weil-Felix negative; para A negative; 
para B negative. Wound cultures: several sterile cultures; one hemolytic Staphylococcus albus; 
one nonhemolytic Staphylococcus albus. Blood culture was negative. 


DISCUSSION 


Dr. Apotex RosTENBERG: I think everyone who saw this case will agree it is an extremely 
interesting case. 

There are a number of problems raised by it. One is what label should one give to the 
ulcerations, and two, what is their pathogenesis? I think we can call it a pyoderma gangraenosum. 

Doctors O’Leary, Brunsting, and Goeckerman used the term pyoderma gangraenosum for 
stubborn necrotic ulcerations associated with an internal infection, specifically ulcerative colitis. 
Since then that label has been applied to many such cases. Of course, ulcerations with similar 
morphologic characteristics can arise in a variety of diseases and with internal conditions other 
than ulcerative colitis. I believe in the original series reported by Goeckerman and associates 
there was one of cholecystitis with empyema. This brings up the question of phagedaena geo- 
metricum, which was the term originally applied by Brocq to such hemorrhagic necrotic lesions, 
but this term has been applied to such a variety of pyodermas that it certainly has lost any 
etiologic or pathogenetic significance. Concerning the pathogenesis of pyoderma gangraenosum, 
I believe on theoretical grounds it probably develops on the basis of a Shwartzman phenomenon. 
I discussed this at some length in the British Journal of Dermatology, November, 1953. The 
lesions certainly have all the earmarks of a Shwartzman type lesion. The Shwartzman phenom- 
‘ enon is a two-stage phenomenon. First, the site is prepared by the introduction of a bacterial 
toxin, then a number of hours later the reaction is elicited by exposing the patient to a bacterial 
toxin, which must be introduced intravenously. The important thing is that the second bacterial 
toxin need not be related taxonomically to the first. Even more important is that an antigen- 
antibody union or the consequences of such a union can act as an elicitor. In other words, if the 
site has been prepared bacteriologically and you give a patient a drug to which he is sensitive, 
a slough may ensue. In any given patient such as this one, it is very difficult or even impossible to 
know the pathogenic basis for the ulcerations, whether it is a Shwartzman reaction, or it might 
be that the patient is allergically sensitive to penicillin. In this case the reaction could be on the 
basis of an Arthus or a Shwartzman phenomenon. She presumably has an infection somewhere 
which could have acted as the preparatory factor, and an allergic reaction to the penicillin might 
have been the precipitating factor with a resulting Shwartzman reaction. On the other hand, 
the sloughs could be just the consequence of her sensitivity to penicillin, or, in other words, an 
Arthus phenomenon. It is almost impossible to differentiate between the two, i. e., to decide 
whether a given lesion was brought about by one or the other mechanism. The Arthus 
phenomenon is an antigen-antibody reaction. It is a localized anaphylactic reaction, but recent 
studies indicate that this type of reaction is actually rather mild. If you take an experimental 
animal and keep injecting the antigen, an Arthus reaction will develop which will consist of a 
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rather mild hemorrhagic reaction, but if the introduction of the antigen is complicated by infec- 
tion or by a bacterial invasion, severe gangrenous lesions develop, probably on the basis of a 
Shwartzman reaction. This reaction probably should be labeled as a Shwartzman reaction. One 
could look for antibodies against penicillin, but I do not think that would really prove anything 
definite as to whether the reaction elicited was on the basis of an Arthus or a Shwartzman 
phenomenon. 


In this woman it will be necessary to search for internal foci of infection, and if such are 
found, it will depend on what and where they are as to whether she should be given further 
antibodies. She might be sensitive to some of them. If she is sensitive to penicillin topically, 
polymyxin and bacitracin could be used. 


Dr. Henry A. Brunstinc, Toledo, Ohio: The cutaneous ulcers that this patient presents 
may best be described as pyoderma gangraenosum, even though the symptoms and clinical exami- 
nation fail to disclose the presence of ulcerative colitis. It is interesting to note that each exacerba- 
tion of the skin condition was associated with pregnancy. Patients suffering from this disorder 
are in a hypersensitive state. Dr. Rostenberg mentioned that this patient was probably sensitive 
to penicillin. However, it is well known that cutaneous lesions may develop following the 
simple trauma of a hypodermic injection. This hypersensitive reaction may occur following the 
ingestion of iodides, sulfonamides, and also carbarsone. 


Dr. Paut O’LeEary, Rochester, Minn.: On several occasions I have made a diagnosis of 
ulcerative colitis, confirmed by x-ray and proctoscopic examination, in patients with pyoderma 
gangraenosum, even though they had no symptoms of bowel disease. Accordingly, a survey of 
the gastrointestinal tract is indicated in every patient who has pyoderma gangraenosum, and 
the treatment of the colitis will lead to healing of the ulcerations, but unfortunately such treat- 
ment does not always cure the bowel disease. 


Dr. STEPHEN ROTHMAN, Chicago: It is extremely difficult to treat pyoderma gangraenosum 
on the basis of bacteriological findings and antibiotic sensitivity of the cultured flora. New 
bacteria may show up at any time, particularly those of the coli groups, and one usually ends 
up with resistance to all strains. We found mild ultraviolet radiations rather helpful in promoting 
healthy granulation and epithelization from the edges. The end-result, however, is dependent 
on the general nutritional state of the patient and on the state of his ulcerative colitis. 


Dr. Leonarp Horr (by invitation) : I would like to ask a question. The Surgical Department 
is rather distressed by this and they want to start steroid therapy. They want to know whether 
anyone sees any contraindications. 


Dr. ApoLpH ROsTENBERG: My guess is that it is contraindicated. Certainly there is no 
indication for it. Experimental studies with steroids in the Shwartzman phenomenon have resulted 
in bilateral renal cortical necrosis. I would be very reluctant to use steroid therapy. 

Dr. ArtHuR Curtis, Ann Arbor, Mich.: That in itself will produce ulceration. I would 
like to ask Dr. Bluefarb when the cultures were done—before or after the ulcerations were 
treated with activated zinc peroxide, because this is a Melany symbiotic ulcer. The fact that 
this patient may have ulcerative colitis has not been ruled out. She does have bowel symptoms 
in that she has a very severe diarrhea. 


Dr. SAMUEL BLUEFARB: The Medical Department at that time was concerned with the 
immediate problem because she had a secondary infection, and they were not interested in carry- 
ing out any further diagnostic procedures. They were waiting to get her in better shape and then 
investigate the sigmoid. 


Case for Diagnosis: Leiomyoma? Presented by Dr. ALLAN L. Lortncz and (by invitation) 
Dr. H. O. Beem and Dr. E. M. BLoner. 


E. D., a white girl, was born at the Lying-in Hospital on Sept. 9, 1954, by Caesarean hyster- 
ectomy, and the baby appeared to be a normal newborn. A few days later the mother first 
noticed a lesion on the right buttock. Stimulation of this area with ice results in a blanching 
elevation reminiscent of urticaria. This reaction disappears in one to two minutes. It was 
noted, however, that the elevation has persistently the same configuration, independent of the 
size and shape of the piece of ice. The reaction is much more fleeting than any kind of triple 
response. 
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DISCUSSION 


Dr. Marcus R. Caro: I do not know how a diagnosis of leiomyoma can be established with- 
out a biopsy. 

I wonder why, since this baby is going to be lying or sitting on the lesion for some time to 
come, we cannot wait and find out if the lesion is going to grow. It is safest not to disturb 
a baby this young, and, if we find that the lesion is not growing larger, why not just let it alone? 

Dr. STEPHEN RotHMAN, Chicago: The diagnosis of leiomyoma was made by Dr. Lorincz 
on the following grounds: On applying ice the bulging white mass had a constant pattern 
independent of the shape of the piece of ice, and the edematous swelling lasted not longer than 
one-half minute. I wonder if total excision should be recommended because of the potential 
painfulness of leiomyomas. 


Keloid with Unusual Histologic Features. Presented by Dr. RicHarp B. StouGHToN and 
(by invitation) Dr. GEorGE FinpLay and Dr. BERNARD STONE. 


C. T., aged 59, a native of India, has been in the United States for 30 years. Twelve years 
ago he first noted a lump growing in the skin above the right nipple. Patient is not aware of any 
cut or other trauma preceding the onset. The lump was raised and firm from the beginning and 
gradually grew to its present size during the next 12 years. It has remained stationary for the past 
two years, and the only symptoms are slight itching and burning. Patient has a 20-year history 
of recurrent pulmonary tuberculosis, which is now inactive. 

Physical Examination—Skin: Superior to right nipple there is a 4.5 by 1.0 cm. elevated, 
firm, elastic, erythematous growth that displays an even surface and rather sharp outline. A few 
large hairs are growing directly from the lesion. There are no other such lesions. 

A systematized naevus pigmentosus occupies an area over the right buttock. 

Laboratory Examination—White blood cells 6000, hemoglobin 13.9 gm. per 100 cc., red blood 
cells 4,600,000. Kahn reaction negative (1948), Eagle-Wassermann negative (1954). Urine shows 
a slight trace of albumin, reduction negative, microscopic examination negative. 

Histology.—In the midcorium there are lobulated connective tissue masses, which are irregu- 
larly demarcated by compressed, relatively normal collagen. These masses start below the sub- 
papillary layer and extend down to the sweat glands of the deep corium. There are thick, 
hyalinized collagen bundles which interlace, are relatively cellular, and have fibroblasts pro- 
liferating in the “worm-eaten” interstices. 

The picture is that of keloid with a greatly developed skeleton of swollen, hyalinized colla- 
gen bundles. (This phenomenon has been noted in the literature but probably not to the extent 
seen here.) : 

DISCUSSION 


Dr. S. W. Becker Sr.: I saw the slides from this patient some weeks ago, and, because of 
the peculiar net-like arrangement of what turned out to be collagen, I suspected osteoid tissue, 
but calcium could not be demonstrated. Dr. Humphreys of the Pathological Department has a 
similar specimen from another patient. The clinical picture of firm subepithelial mass suggests 
fibrotic plaques as seen in some animals. 

Dr. Marcus R. Caro: I saw the sections presented, but I could not be certain of the 
identity of the tissues. The fibers were densely hyalinized and they seemed to belong to the 
keloid group. The fibers were separated by spaces that were either artefacts, arterioles, or 
possibly lymphatic vessels. A keloid of that hardness should be an avascular process. I think 
that a larger specimen should be obtained and some special stains done in an attempt to identify 
the types of fibers present. 

Dr. Ricwarp B. StouGuHton: Clinically, this lesion best fits the picture of keloid. The 
collagen bundles seen with the microscope are very peculiar. They are thick, hyalinized, and are 
“moth-eaten” by large spaces. Stains of this collagen with orcein, trichrome (Gomori), Van 
Gieson, McManus, and Sudan III gave no evidence that these bundles were other than collagen. 
Dr. Findlay found a photomicrograph and histologic description of an unusual keloid (as reported 
by F. Woringer in Nouvelle pratique dermatologique, Vol. 60), which very much resembled this 
case. 





Leprosy. Presented by Dr. DAvip OMENs and (by invitation) Dr. HAROLD OMENS and Dr. LEonarD Holt. 
Diabetes with Cutaneous Moniliasis. Presented by Dr. THEODORE CORNBLEET and Dr. SIDNEY BARSKY and 
(by invitation) Dr. Cartos Det Busto. 
of the Breast (en Cuirasse). Presented by Dr. Davip OmENs and (by invitation) Dr. HAROLD OMENS 
and Dr. Leonarp Hort. 
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Necrobiosis Lipoidica Diabeticorum. Presented by Dr. Davi OMENs and (by invitation) Dr. HAROLD OMENS 
and Dr. Haro_p Marks. 

Chronic Lymphatic Leukemia with Prurigo-like Papules of Legs Showing Specific Histologic Picture. Presented 
by Dr. SAMUEL BLUEFARB and Dr. HAROLD Ropin and (by invitation) by Dr. LEonarD Hort. 

Addison’s Disease. Presented by Dr. THEODORE CORNBLEET, Dr. SIDNEY BarSKy and (by invitation) Dr. CarLos 
Det Busto. 

Case for Diagnosis: Postinflammatory Milia of Arm? Presented by Dr. HAROLD SHELLOW. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Gerard A. DeOreo, M.D., President 
Benjamin P. Persky, M.D., Secretary 


Allen E. Walker, M.D., Reporter 
Sept. 23, 1954 


Subungual Pigmented Nevus. Presented by Dr. ALLEN E. WALKER and Dr. Joun J. 
STEWART. 


Dr. E. A., a 52-year-old white man, a dentist, first noted the onset of a brownish discolora- 
tion of the nail plate of the left thumb approximately two years ago. It gradually has become 
more extensive, and the central area developed a separation of the nail plate from the bed, with 
splitting of the nail, forming a V-shaped deformity at the peripheral central border. At no time 
has there been any discomfort associated with the lesion. The patient recalls no trauma to the 
nail or any infection. The past history is essentially noncontributory. 

The nail plate shows a brownish-black discoloration, extending from the ridge to the distal 
border. It is sharply demarcated and seems primarily to involve the lateral half of the nail. The 
central portion of the distal nail plate is notched. There appears to be a small separation of the 
nail plate proximal to the notched area. There is no tenderness. The pigmentation seems to be in 
the nail plate as well as in the underlying distal and proximal nail bed. 

Scrapings of the nail plate and bed were examined for evidence of hyphae; none were found. 
Two Sabouraud’s media were inoculated at different times, with no growth observed after a 
month’s observation. 

Under local anesthesia, the involved portion of the nail plate was removed and the circum- 
scribed pigmented lesion involving the underlying nail bed and the proximal nail fold was exposed. 
This was removed by surgical excision and submitted for histologic examination. This reveals 
an area of rather extensive hyperkeratosis, beneath which is an epidermis that appears somewhat 
flattened in some areas, with rather prolonged rete pegs at the borders. In the central portion of 
the section the epidermal continuity is interrupted. Here the overlying hyperkeratotic material 
is fragmented and has many degenerative nuclei in cells and an occasional group of pigmented 
granules are noted. There is a fairly circumscribed tumor lying immediately beneath the epidermis 
throughout the greater part of the section. These cells extend to the basal layer of the epidermis 
but do not seem to involve the prickle cell layer. The cells of the tumor are larger than prickle 
cells, with rather large vesicular nuclei. They tend to be arranged in fusiform or spindle shapes. 
No mitotic figures are observed. Brownish pigmented granules are seen scattered throughout the 
section. Capillaries are noted surrounding the lesion. The tumor involves the entire corium. 

The nail bed and fold healed nicely. However, no nail plate has re-formed, apparently because 
of destruction of the nail fold and lunula area in this portion of the nail bed. However, a few 
weeks after the area had entirely healed, a recurrence of pigmentation was noted, which has 
gradually become more extensive and now appears to be involving the remaining medial edge 
of the remaining nail plate. 

DISCUSSION 


Dr. Jonn R. Haserick: A case was presented at the Minnesota Society in 1947 and was 
reported by John Noble in the January, 1952, A. M. A. ArcHIvEs oF DERMATOLOGY AND 
SypHILOLoGy. This was a medical student who had a single streak down one nail, about % in. 
(0.32 cm.) wide, that had been there for some time. Some felt that the nail should be left alone; 
others felt that it should be treated as an ordinary nevus and cauterized, and others felt that 
the thing should be completely removed; this was the final decision. The tip of the finger was 
removed and it proved to be an active junction nevus. 

This man has a similar history of a streak down the nail for a prolonged period. The biopsy 
shows a cellular-appearing reaction, which has no mitotic figures that I could see. I would 
urge that this lesion be destroyed completely. 
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Dr. H. G. Parkuurst: This man is a dentist ; he might have a subungual metallic collection. 
I was, however, unable to elicit a history of trauma to the area. I considered this, along with the 
diagnosis of a subungual nevus. 

Dr, J. R. Driver: This man is a dentist, and the need of his terminal phalanx in his work 
is a major consideration. However, I would have the terminal phalanx removed because of a 
strong possibility that this is a Hutchinson melanoma. 

Dr. ALLEN E. WALKER: When I first saw this man, cultures and scrapings were made to 
rule out the possibility of a pigment-forming fungus producing this lesion. These were negative, 
and I felt that a junction type of nevus which was showing increasing activity was the proper 
diagnosis. Accordingly, he was referred to a plastic surgeon, who, under local anesthesia, 
supposedly removed the lesion completely. It healed very nicely, but a few months later a slight 
recurrence of pigmentation began, some at the initial site as well as at the periphery. Now it 
seems to have spread to involve most of the nail. A little ulceration has developed on one part 
of the lesion, which might be trauma or evidence of a developing melanoma. The lesion should 
be removed surgically, by removal of the terminal phalanx. This is a difficult decision because 
he is a dentist. 

Dr. BenJAMIN LEVINE: With this patient the nail and the tissues just above it should be 
completely removed, so that he will have the most of a useful thumb. The lymph nodes in the 
axilla should be explored for any evidence of metastasis. 

Dr. ALLEN E. WaLKER: He has no palpable axillary lymphadenopathy present. 


Subacute Lupus Erythematosus. Presented by Dr. BENJAMIN P. PERSKY. 


The patient, R. S., is a 19-year-old boy. In November of 1953 he first noticed an eruption, 
which started on the forehead and spread gradually to the cheeks, bridge of the nose, and retro- 
auricular areas. He had been taking phenacemide (Phenurone) for attacks of petit mal. On Feb. 
10, 1954, he suddenly became ill with fever of 102 F. and general malaise. Penicillin and chlor- 
tetracycline (Aureomycin) failed to reduce the fever, which rose to 104 degrees two days later. 
He was hospitalized at this time, when he was found to have an eruption covering the forehead, 
cheeks, the bridge of the nose, and the palmar surface of the finger tips. Defervescence took 
place after six days of daily administration of 250 mg. of chloramphenicol (Chloromycetin). 

The family history is negative. 

The patient was normal at birth and was well until the age of five years, when he fell, sus- 
taining an injury to his skull. Six months later, attacks of petit and grand mal appeared. At the 
age of 7 years he had whooping cough and at the age of 9, measles. He was hospitalized at 
the State Receiving Hospital from 1950 to 1952 for his attacks of grand mal. 

On Feb. 20, 1954, general physical examination was negative. The forehead, both cheeks, and 
the bridge of the nose were the seat of an eruption, consisting of discrete, livid, erythematous, 
variously sized plaques, with sharply defined borders. Associated with the erythema there was 
a deeply placed edema, involving particularly the skin of the cheeks and the ears. The arms and 
forearms were free, but the palmar surfaces of the finger tips showed erythematous, dime-sized 
plaques. 

Examination of the urine revealed no abnormalities. The fasting blood sugar was 95 mg. per 
100 cc. The blood urea was 11 mg. per 100 cc. Serum albumin 4.5, globulin 2.6 gm. per 100 cc. 
Sedimentation rate 29 mm. in 60 minutes. The red blood cell count was 3,600,000 cells per cu. 
mm., white blood cell count 5,500, and the differential and platelet counts were normal. The 
hemoglobin determination was 11.5 gm. 

The test for the lupus erythematosus cell, performed on peripheral blood at the time of the 
height of his fever on Feb. 17, 1954, was negative. It was performed on two occasions since that 
time; the results were negative. 

The histologic examination of a biopsy specimen taken from the forehead reveals a moderate, 
continuous hyperkeratosis, with follicular plugging. A spotty liquefaction necrosis of the basal 
layer is found, with a very intense interstitial edema of the corium. In connection with the latter, 
there is a slight perivascular and periadnexal lymphocytic infiltrate. 

In addition to the use of 1 grain (0.065 gm.) of diphenylhydantoin (Dilantin) sodium daily, 
which was imperative to control the attacks of grand mal, 150 mg. of cortisone was administered 
daily from March 21, 1954, to March 26, 1954. This was reduced to 100 mg. daily from then until 
April 1, 1954, since which time the daily dose was kept at 50 mg. The edema subsided rapidly. 
However, new lesions have been forming on the forearms, arms, and the dorsal surfaces of the 
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hands and fingers, as well as on the chest and back. These lesions are covered by a grayish-white 
adherent scale. Some follicular plugging is found, particularly on the lesions of the arms. The 
flexor surfaces of the palms and small fingers show the remains of the original erythematous 
lesions, with supervening adherent scales. 


DISCUSSION 


Dr. J. R. Hasericx: In 1951 Russell, Zucker, and I presented five patients with lupus 
erythematosus, who had antedated their systemization, in fact antedated the complete picture 
of lupus erythematosus, by epilepsy of many years’ duration. In each instance the patient had been 
suffering with recurrent attacks of grand mal epilepsy for 17 to 25 years. This particular instance 
is another example of it. Here is a young man who had his epilepsy attacks beginning with petit 
mal when he was 5 years of age, and later grand mal attacks developed. This has caused a 
great deal of speculation. As you probably know, there have been some reports of late in which 
lupus erythematosus cells have been found in certain drug eruptions. Walsh and Zimmerman 
first reported them in penicillin reactions. We have seen them in patients who have received 
treatment for hypertension, and Delacretez, of Switzerland, in print about a year ago wondered 
whether or not the cases we saw in our series at the Cleveland Clinic, which Russell, Zucker, 
and I reported, were not really diphenylhydantoin reactions and not lupus erythematosus at all. 
All our cases we felt were rather typical of patients with lupus erythematosus. In addition to 
the findings presented in this boy, we had strongly positive L. E. tests in every case, and yet this 
boy, who presents such a typical picture clinically, has negative L. E. tests. It does open up a 
great deal of interesting speculation. If diphenylhydantoin can produce this type of reaction, then 
we have solved one aspect of lupus erythematosus, but of course it does not by any means solve 
the entire problem, because we know that this disease has been going on for over 100 years, 
long before diphenylhydantoin or any other antiepileptic drug was used. I believe that this patient 
has lupus erythematosus. We have the lupus diathesis manifested earlier by epilepsy, much 
as we see the lupus diathesis in the patients who have positive serologic tests for syphilis many 
years before they get to the acute stage of the disease. 


Dr. GeorGe M. Stroup: In three cases of subacute lupus erythematosus, with negative 
L. E. tests, I have noticed that the systemic symptoms have ameliorated with the use of chloro- 
quine therapy. I should like to ask Dr. Haserick if he has had any experience with chloroquine 
in this type of case. 


Dr. Joun R. Hasericx: We have quite a number of patients with systemic lupus erythema- 
tosus on chloroquine therapy. We have two in our series who have never had any cortisone or 
steroids at all, but are being treated with chloroquine. They are not very ill; they are not the 
acute fulminating type, but they do have active systemic changes, with low hemoglobin, leuco- 
penia, positive L. E. tests, and so on. We have had some patients develop drug fever while on 
chloroquine. It would be excellent to use that drug on this particular boy, because of its striking 
effect sometimes on facial lesions. It should be noted that we had our failures with chloroquine 
as well as our successes. 


Dr. W. W. Murpuy: These patients demonstrate several things of interest. One is the fact 
that the lesions of lupus are usually tender, which I find of value in differential diagnosis. The 
second point is the hyperemia of the nail beds in the patient with disseminated lupus. A third 
point that I have noticed in cases of lupus is the consistency of the development of lesions in the 
ear. These cases exhibit this finding. 


Dr. BENJAMIN LEvINE: The comment of Dr. Haserick on diphenylhydantoin being a factor 
in the production of certain forms of lupus erythematosus is interesting. A 66-year-old woman 
who was overexposed to the sun developed a chronic dermatitis. She has been treated with 
diphenylhydantoin for at least five and one-half years. Could this drug have any photosensitizing 
properties which might cause the production of a chronic type of dermatitis similar to discoid 
lupus erythematosus following exposure to sunlight? 


Generalized Scleroderma. Presented by Dr. G. Ryper and Dr. V. Narus, from the Department of Dermatology, 
Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 

Secondary Syphilis. Presented by Dr. G. RypErR and Dr. V. Narus, from the Department of Dermatology, 
Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 

Case for Diagnosis. Erythroderma; Dermatitis Exfoliativa; (Mycosis Fungoides?) Presented by Dr. G. RYDER 
and V. Narus, from the Department of Dermatology, Cleveland City Hospital, service of Dr. BENJAMIN 
P. PErsky. 

Secondary Syphilis. Presented by Dr. G. RypER and Dr. V. Narus, from the Department of Dermatology, 
Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 
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Case for Diagnosis. Dermatomycosis? Presented by Dr. G. RYDER and Dr. V. Narus, from the Department 
of Dermatology, Cleveland City Hospital, service of Dr. BENJAMIN P, PERSKY. 


Case for Diagnosis. Lupus Vulgaris? Presented by Dr. G. RypER and Dr. V. Narus, from the Department 
of Dermatology, Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 


Epidermolysis Bullosa Simplex, Nondystrophic. Presented by Dr. G. RYDER and Dr. V. Narus, from the Depart- 
ment of Dermatology, Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKy. 


Pemphigus Vulgaris. Presented by Dr. G. RYDER and Dr. V. Narus, from the Department of Dermatology, Cleve- 
land City Hospital, service of Dr. BENJAMIN P. PERSKy. 

Discoid Lupus Erythematosus. Presented by Dr. G. RypeR and Dr. V. Narus, from the Department of 
Dermatology, Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 

Xanthoma Diabeticorum. Presented by Dr. G. RYDER and Dr. V. Narus, from the Department of Derma- 
tology, Cleveland City Hospital, service of Dr. BENJAMIN P. PERSKY. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


J. Walter Wilson, M.D., President 
Anker K. Jensen, M.D., Secretary 
May 18, 1954 


Pseudoxanthoma Elasticum. Presented by Dr. STANLEY C. ANDERSON and (by invitation) 
by Dr. Vincent P. Bursy. 


R. C., a. white boy, aged 11 years, was observed four years ago with an eruption in the 
supraclavicular fossa consisting of slightly elevated, yellowish papules and plaques. Since then 
these have gradually increased in number and extended to both sides of the neck. 

There are multiple, slightly elevated, yellowish papules and oval plaques on the sides and 
front of the neck extending into the supra- and infraclavicular regions. 

He has had measles, mumps, chickenpox, and influenza. Examination by an ophthalmologist 
revealed an error of refraction, but there was no evidence of angioid streaks. 

The histologic examination, by Dr. Louis H. Winer, revealed findings characteristic of 
pseudoxanthoma elasticum. 


DISCUSSION 


Dr. NeEtson Paut ANDERSON: This is the youngest patient I have ever seen with pseudo- 
xanthoma elasticum. The fact that the eyegrounds are not involved at the present time would 
not be of too much significance, but I think recent work on this disease indicates it is a general- 
ized disease of the elastic tissue, with cutaneous lesions around the neck and axilla. With eye 
involvement seen in so many cases, and in the rare case autopsied, there has been widespread 
involvement of elastic tissue of the arterial system. 


Dr. L. H. Winer: The dermatosis pseudoxanthoma elasticum is known as “Grénblad- 
Strandberg syndrome.” We recently had such a patient who, because of changes in the elastic 
fibers of the gastric blood vessels, developed severe hemorrhages and had to have a gastrectomy. 
The histologic section stained for elastic fibers shows the collagen, as well as the elastic, is 
involved. The altered elastic is dissolved by elastase, an enzyme. This enzyme was extracted 
from dry powdered pancreas by J. Balo and I. Banga (Biochem. J. 46:384, 1950). In view of 
the fact that mucoid degenerated collagen reacts similarly to elastic fibers under the effect of this 
enzyme, Reed and Tunbridge (Nature, London, 170:264, 1952) expressed the opinion that it is 
indistinguishable from a mucinase since it dissolved this mucopolysaccharide, as well as elastin. 


‘Dr. Motteurus Couperus: I presented a young Japanese woman before this Society last 
fall with pseudoxanthoma elasticum. This patient was given 100 mg. of alphatocopherol three 
times a day, the form of therapy which was first used by Dr. Milton Stout with success in this 
disease, and later by Dr. Samuel Ayres Jr. with good results. Our patient has also shown 
regression with this form of therapy. 


Case for Diagnosis. Giant Follicular Lymphoblastoma? Presented by Dr. MOLLEURUS COUPERUS. 

Nevoid, Seborrheic, Keratosis-like Tumor of the Genitals. Presented by Dr. STANLEY C. ANDERSON and (by 
invitation) by Dr. VINCENT P. BurRBy. 

Morphea. Presented by Dr. SAMUEL AYRES JR. and by Dr. SAMUEL Ayres III. 

Case for Diagnosis. Miliary Sarcoidosis? Lupus Disseminatus Miliaris? Presented by Dr. A. FLETCHER HALL. 

Case for Diagnosis. Presented by Dr. ANKER K. JENSEN. 

Urticaria Pigmentosa. Presented by Dr. SAMUEL Ayres Jr and Dr. SAMUEL Ayres III. 

Edema of Eyelids and Left upper Lip. Presented by Dr. GaGE HELMs and Dr. Rospert W. HELMs. 

Chronic Itching Papular Eruption of the Axillae and Pubes (Fox-Fordyce Disease). Presented by Dr. Paut D. 
Foster and (by invitation) by Dr. S. EpruM RUMINSON. 


Lupus Miliaris Faciei. Presented by Dr. MAXIMILIAN E. OBERMAYER and by Dr. MARGARET ANN STORKAN. 
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During a recent experiment in patients 
with dermatitis, the local sweating response 
to the intradermal injection of methacholine 
(Mecholyl) was found to be diminished in 
the involved as compared with the adjacent 
normal skin. This finding raised anew the 
question of the influence of impaired sweat 
function on the course of dermatitis, par- 
ticularly in hot humid weather. A series of 
experiments was devised to study this prob- 
lem and is the subject of this report. 


MATERIALS AND METHODS 


Twenty-seven patients with various types of 
dermatoses were studied. Most of these patients 
had dermatitis or eczematous eruptions currently 
aggravated by hot humid weather. Indolent plaque 
eruptions were represented by patients with psori- 
asis and hypertrophic lichen planus. Two patients 
had granulomatous eruptions involving the dermis 
(granuloma annulare and mycosis fungoides). 
Three normal subjects were utilized for control 
observations. 

The experiments were conducted in an _ air- 
conditioned laboratory, in which the temperature 
was maintained at 75 F. Summer (heat) aggra- 
vated dermatoses were studied during the period 
of exacerbation. Environmental temperature and 
humidity were recorded on the day of testing. 
Average afternoon temperatures varied between 
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76 F. and 97 F.. The highest humidity recorded 
was 97% and the highest temperature 98 F. In 
general, highest humidities occurred on days when 
the temperature was relatively low. In the higher 
temperature ranges the humidity never exceeded 
60% saturation and usually varied between 30% 
and 60%. 

The amount of sweating was determined by a 
modified starch-iodine procedure, performed on 
both normal and involved skin before and after 
an intradermal injection of methacholine. The skin 
to be tested was first painted with a 5% aqueous 
solution of iodine and allowed to dry. The area 
to be tested was wiped dry, then a 2 in. (5 cm.) 
square of standard starch-containing paper was 
applied to the painted area and held in place by 
constant pressure with a folded towel. Exposure 
time following wiping was 5 seconds, unless sweat- 
ing was negligible; in this case the comparable ex- 
posure time was 10 seconds. After initial deter- 
minations were completed, methacholine, 0.1 cc. of 
a 1:40,000 solution, was injected intradermally. 
An interval of five minutes was allowed to elapse 
to allow for maximal stimulation of the sweat 
glands; the tests were then repeated. The amount 
of sweating was determined arbitrarily by the 
number of sweat pores per square centimeter 
visualized on the paper by the starch-iodine tech- 
nique. Hereafter, this number will be designated 
as the pore count. The amount of sweat retention 
was estimated by comparing the pore count in the 
involved skin with that of adjacent or contralateral 
normal skin. The degree of retention was then 
expressed as a percentage determination. An at- 
tempt was made to measure the amount of sweat- 
ing by the intensity of the staining reaction of the 
paper; however, the presence of several minor 
variables with the technique employed made such 
estimations of little value. 


Certain supplementary observations were made 
in both normal and involved skin before and after 
the injection of methacholine. These consisted of 
determination of skin temperature, skin pH, and 
galvanic skin response (electrical skin resistance). 
Skin temperature was obtained with a standard 
Leeds and Northrup potentiometer, and skin pH 
with a Beckman pH meter. Electrical skin re- 
sistance studies were made with a specially de- 
signed skin resistance meter. : 

Biopsy studies were performed in 17 subjects, as 
a rule both before and after the intradermal injec- 
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tion of methacholine. They were performed initially 
for control observations. Methacholine, 0.1 cc. of 
a 1:40,000 dilution, was then injected every 10 
minutes for three or four injections in a single 
site, to insure that maximum sweat stimulation had 
occurred. A specimen for a repeat biopsy was taken 
10 to 15 minutes after the last injection. Biopsy 
specimens were obtained with an electrical high- 
speed rotary punch without the use of a local 
anesthetic. Initially, spot sections were prepared, 
three consecutive sections being stained with (1) 
hematoxylin-eosin, (2) a modified Hotchkiss- 
McManus technique,! and (3) preliminary treat- 
ment with diastase or saliva followed by the 
Hotchkiss-McManus technique. Treatment of sec- 
tions with saliva for 15 minutes was found to be 
more satisfactory than the diastase technique and 
was later substituted. The spot section technique 
as originally employed was found inadequate for 
complete study of the entire sweat unit, and sub- 
sequently serial sections were performed. Very 
little of the detail of the sweat ducts, particularly 
their epidermal portions, could be visualized by the 
hematoxylin and eosin stain, and its use was later 
discontinued. Toluidine blue stains were made on 
selected sections; the technique used was that of 
Montagna, Chase, and Melaragno.? 


CLINICAL STUDIES 


The case material studied and the biopsies 
performed are enumerated in Table 1. The 
various dermatoses studied were classified 
according to the degree of sweat retention 
present (Table 2). As before stated, the 
amount of retention was estimated by the 
pore count. Since the patients were in the 


TasLe 1.—Enumeration of Case Material 








Biopsies 
Types of Cases No. of Per- 

Studied Cases formed 
PUOKANNT BUD IOCES ions oss nine cpeet sacs co 3 3 
Contact dermatitis................0008 5 1 
With secondary autoeczematization (8) 1 
Stasis dermatitis....................4 5 ae 
With secondary autoeczematization (2) 1 
With erythroderma................. qd) 1 
Atopic dermatitis...................... 4 2 
Psoriasis (one involuted)............. 4 3 
TEVA iii iininia Cac winn anise Cok hee 2 2 
TOE AU a 555 io ois ono os ESE Ga Oe 2 8 
SUGIIENINO S30 so 0c CN 66R chee sx ibs Nab aween 1 1 
Seborrheic dermatitis.................. 1 1 
Hypertrophic lichen planus........... 1 1 
Granuloma annulare.................. 1 és 
Mycosis fungoides..................... 1 ee 
TEUME soo o5 53 Fa ke Het ohae eee eek oe 80 17 





TABLE 2.—Classification of Dermatoses According 








to Degree of Retention 
Retention, 
% 
Little or no retention 
Granuloma annulare.................c0ceeeeeee 0 
REN iis AAS ines Fisis ok Raven ghee edd sare 0 
Healed psoriasis...............0ssesecesececees 0 
4 cases of contact dermatitis................. 0 
Mycosis fungoides................. ss ceeeeeeees 20 
Slight to moderate retention 
Localized neurodermatitis...................45 10 
PERU Gis i ei sies causbtsrdecsscccesseus 30 to 100 
Seborrheic dermatitis..................0seeeeee 80 
Moderate to marked retention 
Severe autoeczematization...................5 60 
1 case of contact dermatitis.................. 80 
Severe stasis eczema...............c eee eeeeees 90 
Complete retention 
BITD: DAOTIOME 55k divineo d's ve cisee s Gavevinne pees 90 to 100 
Hypertrophie lichen planus...............-... 100 


Generalized erythroderma.................0+5+ 100 





air-conditioned room for some minutes be- 
fore the tests were performed, initial pore 
counts were apt to be low. Accordingly, pore 
counts after injection of methacholine were 
used in the estimation of the degree of re- 
tention. In a few instances in which marked 
retention was present, the patients were left 
in the air-conditioned room for a two-hour 
period. It was thought that if diminution 
of surface sweating was due to exhaustion 
of the secreting unit, some recovery might 
take place in two hours. However, pore 
counts in involved areas were approximately 
the same at the beginning and the end of this 
period. 

Evidence of sweat retention occurred in 
a variety of dermatoses. Some patients, such 
as those with psoriasis, had severe retention 
regardless of the presence or absence of heat 
aggravation. In the others, heat aggravation 
was determined by clinical observations and 
by questioning the patient. In this latter 
group, an attempt was made to correlate the 
degree of retention with the environmental 
temperature and humidity. However, since 
the degree of retention was determined usu- 
ally as a single observation, and since the 
dermatoses varied widely in type and severity, 
specific individual correlations were of but 
little value. For a definitive study on this 
point, daily correlations of pore counts with 
environmental temperature and humidity 














should be made over a period of time. It is 
possible, of course, that the degree of reten- 
tion is relatively constant, while symptoms 
of its presence become clinically manifest 
only in hot humid weather. Heat aggrava- 
tion of the eruption was noted in the presence 
of 30% or more of sweat retention. The effect 
of heat seemed to be more pronounced with 
greater degrees of retention. 

Determinations of skin temperature, pH, 
and electrical skin resistance were of little 
or no value in the interpretation of the find- 
ings. After injection of methacholine in nor- 
mal skin, the temperature was raised in 6 
and lowered in 13. Apparently, the cooling 
effect of the evaporation of methacholine- 
induced sweat was greater than temperature 
elevation produced by vasodilatation. When 
methacholine was injected into the involved 
skin, the skin temperature was raised in 9 
and lowered in 10. Here the cooling effect 
of sweating was less prominent as a result 
of retention. However, the skin temperature 
was lowered in some patients with complete 
retention following injection of methacholine. 
The effects produced by this agent cannot be 
considered analogous to those experienced 
in a hot humid environment. 


The injection of methacholine did not have 
a consistent effect on skin pH in either nor- 
mal or dermatitic skin. The pH was lowered 
and elevated with about the same frequency. 
Initially, the pH was more frequently high in 
involved skin (13 to 8); after injection of 
methacholine, this difference became slightly 
more pronounced (15 to 6). The degree of 
sweat retention was correlated also with 
changes in pH after injection of methacho- 
line; regardless of the amount of retention, 
no significant pattern evolved. 

Similarly, no significant information was 
derived from electrical skin resistance studies. 
As would be expected, the skin resistance 
was generally lowered after sweating induced 
by methacholine (lowered in 16, unchanged 
in 6, and raised in 2 patients). There was no 
significant difference in the involved as com- 
pared with adjacent normal areas. Further- 
more, there was no correlation between the 
percentage lowering of skin resistance in the 


















Fig. 1—Glycogen in normal sweat gland. 


involved areas (after methacholine) and the 
degree of sweat retention. 


CYTOLOGICAL AND HISTOCHEMICAL STUDIES 


Normal Subjects——The eccrine sweat unit 
was found intact. Comparison of adjacent 
serial sections stained alternately with the 
Hotchkiss-McManus method and toluidine 
blue demonstrated the presence of abundant 
glycogen in the sweat tubules. Both the dark 
and the clear cells described by Montagna, 
Chase, and Lobitz * contained glycogen, but 
the glycogen was more abundant in the dark 
cells. The glycogen occurred in irregular 
spotty deposits, as shown in Figure 1; some 
glandular cells contained little or none. 
Schiff-positive material was not present on 
the lumen of the glands. 

The excretory ducts also contained glyco- 
gen. It tended to be concentrated around the 
cell nuclei and was sparser in amount than 
in the sweat tubules. The outer layer of 
ductal cells invariably contained glycogen; 
adjacent to the tubules, the inner luminal 
layer of cells had little or none. In the middle 
and upper dermal portions of the duct, the 
inner layer of cells varied in its glycogen 
content, containing but little in its midpor- 
tion and more in its superficial portion. Both 
layers of the ductal sheath in the deeper 
portion of the epidermis were rich in glyco- 
gen. Glycogen was scanty or absent in the 
sheath cells in the middle and upper portion 
of the stratum squamosum, although the sur- 
rounding squamous cells often contained a 
considerable amount. No glycogen was seen 
around the duct in its course through the 
keratinized stratum corneum. 
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Fig. 2—Complete depletion of glycogen from 
sweat following repeated injections of metha- 
choline. 


The entire sweat duct unit (dermal and 
epidermal portions) contained Schiff-positive 
material on the luminal portions of the lining 
cells (cuticle). This material was more 
abundant in the superficial epidermal por- 
tions of the duct, but did not fill the lumen 
of the duct. It tended to stain more bluish 
than did the underlying glycogen. Treatment 
of the section with saliva or diastase prior 
to staining with the Hotchkiss-McManus 
method removed all the glycogen from both 
the gland and duct, but did not affect the 
Schiff-positive material on the cuticle of the 
duct. 

Methacholine, 0.1 cc. of a 1:40,000 dilu- 
tion, was injected intradermally at 10-minute 
intervals for four injections in three control 
subjects. Biopsy specimens were then taken 
at the injected site, and Hotchkiss-McManus 
stains were made. In these sections, the gly- 


Fig. 3.—Schiff-positive material filling lumen of 
epidermal portion of sweat duct in patient with 
hypertrophic lichen planus. 





















cogen was exhausted from the sweat glands, 
as shown in Figure 2. This finding indicates 
that prolonged sweating induced by metha- 
choline results in the depletion of glycogen 
from the sweat gland. It was noted also that 
the glycogen in the dermal portion of the ex- 
cretory duct was but little diminished, if 
at all, after prolonged methacholine-induced 
sweating. The Schiff-positive material on the 
luminal portion of the lining ductal cells was 
unaffected by prolonged sweating. 


Patients with Dermatitis—lIn this group, 
partial to complete sweat retention was dem- 
onstrated by pore counts. Prior to injection 
of methacholine, the sweat glands and the 
dermal portions of the sweat ducts invariably 
contained glycogen. The distribution of gly- 
cogen was similar to that observed in normal 
subjects. The central luminal layer of ductal 
cells contained little or no glycogen in the 
lower and middle dermal portions. Both 
ductal layers contained glycogen in the upper 
dermal portion of the duct. After three or 
more injections of methacholine, biopsies of 
the injected site revealed that the glycogen 
was greatly depleted or absent in the sweat 
glands. This held true regardiess of whether 
sweat retention was partial or complete. The 
glycogen was but slightly, if at all, depleted 
from the dermal portion of the sweat ducts. 
The ducts were not conspicuously dilated 
after methacholine in this group of patients. 
Moreover, there was no evidence of obstruc- 
tion, rupture, or marked periductal inflam- 
mation. 

Schiff-positive material was present as a 
fine lining on the lumina of the dermal por- 
tions of the sweat ducts. In the epidermal 
portions of the ducts, this material was noted 
on the lumina in the lower portions; more 
superficially it tended to accumulate inside 
the duct, often completely filling it in the 
stratum corneum portion. This latter finding 
is shown in Figure 3 in a patient with hyper- 
trophic lichen planus. Similar accumulation 
of this material in the epidermal portion of 
the sweat duct was seen in patients with 
atopic dermatitis and erythroderma. The 
Schiff-positive material inside and on the 
ductal lumina was found to be saliva- and 
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diastase-resistant; it is therefore not glyco- 
gen. Toluidine blue stains were also made, 
but metachromasia was not seen. 

Sweat retention was noted mainly in con- 
ditions in which there was marked hyper- 
or parakeratosis plus or minus acanthosis, 
and in inflammatory processes affecting the 
superficial portion of the corium and epi- 
dermis (spongiosis, etc.). The continuity of 
the dermal portion of the sweat ducts was 
not interrupted in patients with extensive 
infiltrations in the deeper portions of the 
dermis (mycosis fungoides and granuloma 
annulare). As far as could be ascertained, 
the point of obstruction to the passage of 
sweat was in the superficial portion of the 
epidermis. In the lower portion of the epi- 
dermis, the sweat duct was normal in size 
and the lumen patent; more superficially, 
the caliber of the lumen gradually diminished 
and was usually slit-like in the stratum 
corneum. When visualized, the duct ended 
blindly in the upper portion of the stratum 
corneum, just below the centrally depressed, 
hyperkeratotic surface layer. In this area 
the duct usually was filled with Schiff-posi- 
tive material. At times the luminal outlines 


Fig. 4.—Psoriasis; glycogen depletion of sweat 
tubules, with considerable glycogen present in wall 
of dilated duct, occurring after local injections of 
methacholine. 
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Fig. 5—Accumulation of Schiff-positive material 
in epidermal portion of sweat duct and visualiza- 
tion of the duct in the stratum corneum by virtue 
of its Schiff-positive content. 


were hazy, with apparently some diffusion 
of Schiff-positive material into the concen- 
trically arranged, surrounding keratinized 
layer of stratum corneum (keratin ring). 

Patients with Psoriasis ——Sweat retention 
is always present in psoriasis and is usually 
complete. The sweat glands appeared normal 
in psoriasis. This was true even in chronic 
lesions, in which surface delivery of sweat 
had been prevented for periods up to two 
years. Abundant glycogen was present in the 
secreting cells and in the outer basal layer 
of the cells of the ducts. Glycogen was pres- 
ent in the inner layer of the duct only in the 
superficial portion of the dermis and in the 
lower portion of the epidermis. After intra- 
dermal injections of methacholine into psori- 
atic areas, the glycogen in the tubules prac- 
tically disappeared, while that in the ducts 
was unaffected (Fig. 4). Figure 4 also illus- 
trates considerable dilatation of the sweat 
duct, a frequent but not invariable finding in 
psoriasis. 

Except for inconstant dilatation, the der- 
mal portions. of the sweat ducts appeared 
normal in psoriasis. No evidence of obstruc- 
tion or rupture was seen. The epidermal 
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portion of the sweat duct was visualized by 
serial sections; it was sometimes dilated in 
its lower portions, but was often narrowed 
as it passed through the acanthotic epidermis. 
In addition, it was considerably straightened, 
the corkscrew effect present in normal skin 
and to a lesser degree in eczematous skin 
being greatly modified. 

Schiff-positive material was found on the 
cuticle of both the dermal and epidermal 
portions of the sweat duct unit. Moreover, an 
apparently similar substance tended to ac- 
cumulate in the upper epidermal portion of 





saliva-re- 


Schiff-positive, 
sistant material in epidermal portion of sweat duct, 
with complete filling of duct in lower portion of 
stratum corneum. 


Fig. 6.—Psoriasis ; 


the duct; it completely filled the lumen just 
below, and in the stratum corneum portion. 
Because of this accumulation, it was possible 
to trace the duct accurately as it passed into 
and through the stratum corneum. In this 
region, it became more narrowed and slit- 
like (Fig. 5). In some sections, the slit-like 
duct containing Schiff-positive material could 
be traced to the skin surface; in others the 
duct seemed to terminate in the hyperkera- 
totic stratum corneum. This point is illus- 
trated in Figure 6. In this figure, the sections 
were digested initially with saliva prior to 
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staining with the Hotchkiss-McManus tech- 
nique. It will be seen that the Schiff-positive 
material is saliva (diastase)-resistant ; since 
saliva removes glycogen, this material is not 
glycogen. 

COMMENT 

A study of 27 patients with various derma- 
toses but without frank miliaria has disclosed 
a variable amount of sweat retention. The 
degree of retention was estimated by a count 
of the number of sweat pores from which 
sweat was being delivered to the skin sur- 
face. The actual amount of sweating on the 
skin surface was not determined, the test 
indicating only the presence or absence of 
sweat at individual sweat pores. Sweat re- 
tention was studied mainly in patients whose 
dermatoses had been aggravated in hot humid 
weather. However, it was present also in 
psoriasis, hypertrophic lichen planus, and 
atopic eczema in the absence of such aggra- 
vation. A history of clinical exacerbation by 
heat was obtained when the degree of sweat 
retention in involved skin, as compared with 
the amount of sweating in adjacent normal 
skin, was 30% or more. 

The mechanism by which sweat retention 
may have contributed to the clinical exacer- 
bation of dermatoses in hot weather could 
not be determined. In the presence of diminu- 
tion or absence of sweating, it would seem 
that heat loss from the skin surface would 
be effected mainly by radiation. This might 
be accomplished in part by an increased blood 
flow and presumably a compensatory vaso- 
dilatation of superficial blood vessels. Aggra- 
vation of an existing dermatitis might easily 
result from the compensatory vasodilatation. 
Skin temperature studies were not of value 
in the clarification of this point. Extravasa- 
tion of sweat through ruptured obstructed 
ducts may produce secondary inflammatory 
changes, as in miliaria. However, frank 
miliaria was not observed in this group of 
patients; moreover, careful pathological 
studies of the sweat ducts failed to reveal 
the presence of obvious extravasation of 
sweat into the periductal tissues. 

It was deemed important to determine 
the secretory activity of the sweat glands, 
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especially when the delivery of sweat to the 
skin surface was diminished or absent. The 
amount of glycogen in the sweat glands has 
been considered by Yuyama * and by Shelley 
and Mescon® to be an index of secretory 
activity. Shelley and Mescon. showed that 
after intense sweating in a heat cabinet for 
30 to 60 minutes the glycogen in the sweat 
glands essentially disappeared. In the pres- 
ent experiments, the glycogen was equally 
depleted from the sweat tubules in a localized 
area by repeated intradermal injections of 
methacholine. In subjects with no sweat re- 
tention, the injection of methacholine resulted 
in intense local sweating. However, when 
complete retention was present (no sweat 
delivered to the skin surface), the glycogen 
again disappeared from the sweat glands 
after methacholine injection. If the disap- 
pearance of glycogen from the sweat gland 
is due to its conversion to energy incident to 
the production of sweat (and there is still 
no conclusive proof that this is so), then 
the question immediately arises as to what 
happens to the sweat when it is not measur- 
ably present on the skin surface. Experi- 
mental work on cats by Sperling and Kop- 
panyi ® suggests that blockage of sweat ducts 
does not prevent secretion. 

Three possibilities exist as to the fate of 
the presumably secreted sweat: It may ac- 
cumulate in dilated ducts; it may seep out 
through ruptures in the wall of the duct, or 
its fluids and electrolytes may be reabsorbed 
through the duct (or tubule) into the gen- 
eral circulation. It is possible that all three 
of these mechanisms may be operating in 
various combinations and degrees, depend- 
ing on the conditions in the local tissues. 
Dilatation of the epidermal and dermal por- 
tions of the ducts has been seen in psoriasis, 
in retention incident to miliaria, and (less 
frequently) in eczematous dermatoses. It is 
present more commonly in the dermis than 
in the epidermis. Holyoke and Lobitz’ ob- 
served it most frequentl; in the dermis with 
obstruction from tumors or granulomas. 
Shelley * found dilatation infrequently in ex- 





* Shelley, W. B.: Personal communication to 
the authors. 


perimental miliaria and miliaria rubra, al- 
though it was his opinion that it must be 
present. He stated further that it must be 
severe and prolonged to be identified in his- 
tologic sections. Dilatation of sweat tubules 
is infrequent.’ It was seen only rarely in the 
present material. It would seem that ductal 
or tubular dilatation is too inconstant to 
constitute a sweat reservoir in all cases of 
sweat retention. 


Rupture of the dermal portion of the sweat 
duct must be rare; it was not observed in the 
present study. Holyoke and Lobitz" stated 
that the dermal portion of the sweat duct 
was surprisingly resistant to periductal dis- 
ease. Shelley believes that in sweat reten- 
tion without miliaria, sweat may escape from 
the superficial epidermal portion of the duct 
into the surrounding epidermis ; its presence 
may not be identified if considerable super- 
ficial inflammatory change, with spongiosis, 
etc., is also present. The present material 
was studied exhaustively with this possibility 
in mind, but extraductal sweat could not 
definitely be identified. In one patient with 
complete sweat retention and miliaria (not 
in the present series), there was evidence of 
local diffusion of Schiff-positive material into 
the surrounding keratin ring, but no gross 
extravasation of sweat was seen. 

The third possibility, that sweat resorp- 
tion may take place through the ducts or 
tubules, has much to commend it. Among the 
findings are the presence of glycogen in the 
ducts, and the identification by Montagna, 
Chase, and Lobitz* of ribonucleic acid and 
numerous mitochondria in both layers of the 
ductal walls. These substances are evidence 
of an actively functioning tissue. Further- 
more, Schwartz, Thaysen, and Dole,® in 
studies on urea concentration in sweat, stated 
that urea is concentrated in sweat by the 
reabsorption from this solution of a constant 
factor of water. Careful study of the present 
material tends to suggest this possibility by 
exclusion of ductal dilatation or rupture as 
adequate explanations for the disposal of the 
trapped sweat. Extensive observations were 
made on the amounts of glycogen in the ducts 
before and after intense sweat stimulation 
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by the local injection of methacholine. In 
some instances, there was some diminution 
in ductal glycogen after methacholine-induced 
sweating. However, this finding was relative 
and inconstant. Before-and-after comparisons 
were made in 17 sections in a patient with 
complete sweat retention associated with 
atopic dermatitis. The amount and staining 
intensity of glycogen was similar in 10 sec- 
tions; in the other 7, there was appreciably 
more glycogen present before than after the 
injection of methacholine. These findings 
suggest, but in no way prove, that glycogen 
may be utilized as a source of energy by the 
sweat ducts for the seabsorption of sweat. 
A last finding, namely, the relative absence of 
glycogen in the luminal layer of the lower 
three-fourths of the dermal portion of the 
sweat duct both before and after the injec- 
tion of methacholine, suggests that a low- 
grade but relatively constant reabsorption of 
sweat is taking place. 


The present observations indicate that in 
the material studied the point of sweat ob- 
struction was in the upper epidermal portion 
of the sweat duct. Poral hyperkeratosis has 
been a relatively constant finding. However, 
as noted by Sulzberger and his associates,° 
the sweat duct at times was seen as a fine 
luminal slit passing through the hyperkera- 
totic zone. In other instances, the duct'seemed 
to end abruptly in the middle or upper por- 
tion of the stratum corneum, with some over- 
lying strands of keratinized epithelium. In 
these two situations, the upper epidermal 
section of the duct was completely filled with 
Schiff-positive material. The diastase resist- 
ance of this material proves that it is not 
glycogen, and the absence of metachromasia 
with the toluidine blue stain suggests that 
it is not an acid mucopolysaccharide. It is 
possible that it is a neutral polysaccharide 
which does not give gamma metachromasia 
with toluidine blue staining.?° The origin of 
the Schiff-positive material has not been de- 
termined. It may be a constituent of sweat, 
although it is rarely if ever seen in the lumen 
of the tubules, while it is present not in- 
frequently inside the lumen of the dermal 
portion of the duct. It tends to accumulate 
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in the superficial epidermal portion of the 
duct, notably when obstruction is present. 
It is possible, also, that it may be derived 
from the ductal lumina. It is nearly always 
seen as a lining of variable thickness on the 
lumina or at times as multiple fine granules. 
Interestingly enough, the continuous lining 
material tends to be bluish in color, while 
the discrete granular formations have a more 
reddish tinge. The more bluish material has 
been seen lining all portions of the duct, but 
has not been found on the lumen: of the 
tubules. The reddish-tinged granules, how- 
ever, have been noted inside both the ductal 
and tubular lumina. This may indicate that 
the two Schiff-positive substances are not 
identical. It is possible that this material, as 
yet not identified, may contribute to the de- 
velopment of sweat retention. As was stated 
before, this Schiff-positive substance at times 
may diffuse somewhat into the surrounding 
keratin ring, which occasionally has been 
swollen and granular in appearance; the in- 
teraction ef this material with keratin may 
result in the phenomenon of sweat retention. 


SUMMARY 


A significant degree of sweat retention is 
present frequently in the common eczematous 
dermatoses. It is apt to be complete in severe 
chronic eczematous eruptions and in psoria- 
sis. 

The degree of retention was measured by 
a modified starch-iodine technique and ex- 
pressed as a comparison between the findings 
in involved and adjacent or contralateral 
normal skin. 

Heat aggravation of eczematous eruptions 
seemed to be well correlated with the cal- 
culated degree of sweat retention. 

Supplementary observations on skin tem- 
perature, pH, and electrical skin resistance 
were of little value in the interpretation of the 
findings. 

The sweat gland appeared to be histo- 
logically and functionally normal in the 
presence of sweat retention. 

The dermal portion of the sweat ducts did 
not show significant abnormalities, other than 
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inconstant dilatation, in patients with sweat 
retention. 

Sweat retention in psoriasis, hypertrophic 
lichen planus, and various types of dermatitis 
and eczema, is caused by obstruction in the 
upper epidermal portion of the sweat duct. 

Glycogen can be depleted from the sweat 
gland in normal subjects and in patients with 
sweat retention by repeated intradermal in- 
jections of a dilute solution of methacholine. 

Glycogen is normally present in the dermal 
portion of the eccrine sweat ducts, mainly 
in their basal layer. Glycogen is seen in the 
luminal layer of the cells only in the super- 
ficial dermal and the deep epidermal portion 
of the duct. 

Glycogen depletion of the lower dermal 
portion of the sweat duct occurs inconstantly 
and moderately after the injection of metha- 
choline. This and other considerations sug- 
gest that the duct may have a function other 
than the transport of sweat (resorption?). 

Schiff-positive, diastase- and saliva-resist- 
ant material is present in normal and eczem- 
atous subjects as a fine lining of the sweat 
duct unit. This substance does not stain 
metachromatically with toluidine blue. 

In the presence of sweat retention, Schiff- 
positive material tends to accumulate in the 
upper epidermal portion of the sweat duct, 
and at times diffuses out into the surround- 
ing keratin ring. 

Interaction between Schiff-positive ma- 
terial and surrounding amorphous-appearing 
keratin near the sweat pore may be respon- 
sible for the sweat retention observed in 
this study. 

Dr. William Montagna of Brown University, 


Providence, R. I., helped in the interpretation of 
the pathological and histochemical data. 


Helpful suggestions regarding the histochemical 
technics were given by Drs. Walter Shelley and 
Margaret Gray of the Department of Dermatology 
and Syphilology, University of Pennsylvania, Phil- 
adelphia. 


ABSTRACT OF DISCUSSION 


Dr. Watter B. Swettey, Philadelphia: Dr. 
Cormia’s paper has touched on many topics, and I 
shall limit my comments and discussion to three 
points. 


First, I should like to point out that Dr. Cormia 
has added some cogent evidence to support the 
view that retention of sweat is a factor causing 
aggravation of the severity of certain common 
dermatoses. This failure of the sweat gland to 
deliver sweat to the surface of the skin has the 
clinical counterparts of increased pruritus and 
inflammatory response. 

I heartily endorse Dr. Cormia’s clinical observa- 
tions. I have seen sweat retention occur in a variety 
of dermatoses—the common eczematous ones, 
e. g., atopic dermatitis, contact dermatitis, and 
sunburn. The papulosquamous diseases, seborrheic 
dermatitis and psoriasis, show similar flare-ups due 
to retention of sweat, and, on the rare side of the 
ledger, we have seen this sweat retention in 
pachyonychia congenita and in congenital ichthyo- 
siform erythroderma. In this latter condition, 
interestingly enough, I have seen large sweat re- 


tention bullae occur during hot spells in the sum- . 


mer. 

My clinical experience has indicated that this 
sweat retention factor must be taken into account 
in the over-all management of any patient who has 
a chronic extensive dermatitis which shows this 
seasonal flare-up; in fact, in some patients with gen- 
eralized seborrheic dermatitis, the use of room 
air conditioners at home has ameliorated what 
would otherwise have been a completely disabling 
condition. 

The second point to which I would like to 
allude is this question that Dr. Cormia has raised 
as to where the trapped sweat’ goes. Dr. Cormia 
showed you histochemical evidence that the sweat 
actually was secreted by these patients. The glyco- 
gen of the gland disappeared. In other words, sweat 
was formed, but he had no histologic evidence 
of where it passed. In his paper, he has pointed out 
that the duct may reabsorb this sweat. I would 
be inclined to doubt’ that this view accounts for 
all of the sweat, because I feel, as Dr. Sulzberger 
and others have pointed out, there is actually an 
escape of sweat into the epidermis or into the 
dermis. This is very difficult to note histologically 
and explains why, for so many years, sweat re- 
tention was ignored and unrecognized. 


I feel that when drugs are used for the produc- 
tion of sweating, such small amounts of sweat are 
produced that this sweat does not leave any histo- 
logical track; i. e., there is no histological trail 
when a small amount of sweat escapes into the 
dermis or epidermis. It is only when a really high- 
powered thermal stimulation is given, such as a pa- 
tient experiences in the Tropics or in the hot sum- 
mer environment, that we see histological evidence 
of this rupture and escape of sweat. 

Finally, I should like to emphasize the im- 
portance of Dr. Cormia’s finding that there is a 
Schiff-positive, nonkeratinous material in the ter- 
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minal sweat duct lumen. Dr. Cormia found this 
special material in all of the occluded glands. Ap- 
parently, it must play some role in sweat retention. 
This material is not seen in the ordinary hema- 
toxylin-eosin stain, and it is a tribute to Dr. Cormia 
and his collaborators that their fine, careful serial 
sections and histochemical work have revealed this 
material. I will look forward with great interest 
to their future studies on the nature and signifi- 
cance of this plug. 


Dr. AntHony C. CrpoLtcaro, New York: It is 
indeed an honor to appear on this platform after 
Dr. Cormia and Dr. Shelley to discuss this highly 
scientific paper. Perhaps the only right I have to 
appear here is the fact that I have watched Dr. 
Cormia perform these painstaking experiments in 
his laboratory at the New York Hospital for 
weeks upon weeks, . 

I want to congratulate Dr. Cormia for pre- 
senting this critically scientific report pertaining 
to one of the many phases of the physiology of the 
skin. It is difficult for those of us who have not 
actually observed Dr. Cormia and his associate to 
appreciate the amount of effort exerted in the prep- 
aration of this paper. Thirty subjects and 17 biop- 
sies does not sound like very much, but when one 
realizes that many thousands of serial sections 
were cut, were specially stained, were studied, were 
prepared, and many of them had to be discarded, 
then one can appreciate the magnitude of this study. 

The knowledge of the physiology of the skin 
under normal and abnormal conditions has been 
greatly increased through the efforts of such re- 
search studies of members of our Association as 
those of Drs. Shelley, Lobitz, Sulzberger, Cormia, 
and others. The present studies add a new link to 
the understanding of sweat retention in patients 
with a variety of diseases. 

Dr. Cormia has demonstrated without an iota of 
doubt that sweat retention in patients with various 
dermatoses, especially psoriasis, hypertrophic lichen 
planus, and erythroderma, does exist. 

Then, Dr. Cormia proceeded in demonstrating a 
new mechanism of sweat-duct plugging, this Schiff- 
positive substance that he demonstrated to you. I 
believe that it is generally accepted that sweat re- 
tention is due to plugging of the lumen of the sweat 
ducts by keratinous material. The role of inter- 
and intracellular edema, exerting pressure on the 
sweat glands and their ducts, is also an important 
factor in sweat retention. Now, Dr. Cormia has 
dramatically demonstrated—and it is a shame that 
he didn’t spend more time on this one particular 
point—the presence of a red substance within the 
lumen of the sweat ducts. Perhaps this red sub- 
stance is acting mechanically as a plug in the upper 
end of the duct to prevent free sweating. 

At this point, I should like to ask a few ques- 
tions. First, what is the nature of this Schiff- 
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positive red substance? He has already stated in 
his paper that he does not know, but I am sure that 
if he continues his study we shall get an answer to 
this question. 

Is it chemically understood? 

Does nature produce this substance in disease 
states as a protective mechanism? 

Does the presence of this Schiff-positive ma- 
terial, which presumably influences sweat retention, 
affect the natural course of some common dis- 
eases, such as psoriasis, in which it has been dem- 
onstrated that sweat retention exists? 

I ask these questions because their answers may 
clarify some of the confusion that now exists per- 
taining to sweat function in health and in disease. 


Dr. Marion B. SutzBercer, New York: I 
should like to take just a few minutes to thank 
Dr. Cormia, and to comment not only on what he 
has said but also on what the previous discussers, 
Dr. Shelley and Dr. Cipollaro, have said. 


Dr. Cormia’s work again points to the importance 
of the. sweat-retention syndrome. I think that in 
their implications and in their potentialities for 
the future, studies of this particular syndrome are 
most promising from every point of view—from the 
point of view of pathogenesis, from the point of 
view of the causation of certain symptoms and 
signs, and from the point of view of the manage- 
ment of many common dermatoses. It would take 
much too long a time for me to list the ramifica- 
tions of this concept and thereby point out again 
the full significance of Dr. Cormia’s studies. 


As you will find in our monograph on “The Clini- 
cal Significance of Disturbances in Sweating” (now 
in press with Charles C Thomas, Publisher), when 
Dr. Franz Herrmann and I, as well as Dr. John 
O’Brien, Dr. Shelley, and other early workers in 
this field spoke of the sweat retention syndrome, 
we all certainly meant to indicate that this was a 
state in which there was a fault of pouring out of 
sweat onto the surface of the skin. We also quite 
clearly expressed the concept that that sweat which 
was secreted by glands with occluded ducts was not 
always retained in the ducts but could go by “false,” 
“unnatural” pathways into the tissues below the 
surface of the skin, either into the epidermis or 
into the cutis. Moreover, we pointed out the ever- 
growing evidence that this can happen by passage 
through the walls of the apparently intact ducts, 
i. e., even when it is impossible to demonstrate an 
anatomical rupture of the duct in the histopatho- 
logical picture. 

Dr. Cormia, with his demonstration that the gly- 
cogen of the secreting cells is used up even when 
the ducts are plugged, adds another piece of evi- 
dence in the direction of this “internal sweating,” 
especially when his findings are taken in conjunc- 
tion with the recent ones of Shelley. 
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Another link in this chain of evidence is forged 
by the demonstration by Dr. Franz Herrmann and 
others of our co-workers that human sweat often 
contains irritants and/or allergens and that these 
can produce whealing and itching when they get 
into the cutaneous tissues. Thus, many persons 
secrete a sweat that is urticariogenic when it is 
taken out and injected where it should not be 
under normal conditions, i. e., when it is injected 
intracutaneously into the skin tissues. It was also 
demonstrated that this urticariogenic property of 
sweat is likely to be somewhat greater when the 
sweat is garnered after meals. It is also greater 
when injected into atopic individuals, somewhat 
greater than when injected in nonatopic individuals. 

I think that all these findings put together, in- 
cluding the more recent ones of Dr. Cormia and 
of the New York and Philadelphia schools, add 
new clues as to the possible mechanisms of the 
beneficial and harmful effects of many things which 
we still understand very imperfectly; namely, the 
effects of environment upon dermatoses, especially 
the effects of climate and humidity; of seasons; of 
heat; of exercise; and even the effects of the emo- 
tions upon itching and dermatoses. Many of these 
effects may be produced via the mechanism of in- 
creased sweating and sweat retention, and conse- 
quent “internal sweating.” 


Dr. Frank E. Cormia, New York: I wish to 
thank Drs. Shelley, Cipollaro, and Sulzberger for 
their comments. I think they have covered most of 
the things which I did not have time to mention 
in the presentation, but there are a few additional 
points. 

In the first place, we frequently noted hyper- 
keratotic plugging at the orifices of sweat ducts. 
Very often, we found Schiff-positive material fill- 
ing the lumen below these plugs. If one studies a 
single section, it would seem probable that the 
hyperkeratotic plug was causing the obstruction; 
this may well be true. But if careful serial sec- 
tions are made, the Schiff-positive material may be 
identified at times coursing right out through the 
plug, and if one recalls that the duct in its epidermal 
portion is shaped like a corkscrew, as shown by 
the studies of Hambrick and Blank, for example, 
the difficulty of complete visualization in a single 
section becomes self-evident. 

As far as the nature of the Schiff-positive ma- 
terial is concerned, it has not yet been identified. 
It is present to a certain extent in normal in- 
dividuals. It tends to accumulate in the superficial 
epidermal portion of the sweat duct in patients with 
sweat retention. We know it is not glycogen, be- 


cause it is still present after preliminary treatment 
of the sections with diastase or saliva. It may be 
an acid mucopolysaccharide, which is avid for 
water. It is possible that this material then swells 
and contributes some part to the sweat retention 
syndrome. Of course, there are other materials 
which stain positively with the McManus technique ; 
these include phospholipids, glycoproteins, glyco- 
lipids, etc. We hope to study this problem further 
and perhaps report again at a later date. 
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Role in Dermatitis of the Hands 


OTIS FIELD JILLSON, M.D. 
and 
EDMUND L. PIPER, M.D., Hanover, N. H. 


HANNO EOE 


For some five years we have been inter- 
ested in the function of inhalant allergens in 
the causation of eczema. This interest was 
initiated by a patient who had seasonal 
eczema of the hands for seven years. The 
dermatitis began each year during the middle 
of August and spontaneously disappeared 
each year around October. The patient was 
referred to an allergist, who made a diag- 
nosis of allergic dermatitis from the aqueous 
protein fraction of ragweed pollen and insti- 
tuted a desensitization program; the next 
year the dermatitis did not recur. 

This experience, supported by two subse- 
quent cases, initiated an active investigation 
into the role inhalant allergens play in the 
production of eczema. The first case was that 
of a woman with eczema of the hands for 12 
years. The dermatitis was present for only 
six weeks each spring. Intradermal skin 
tests were performed, and a positive delayed 
papular type of reaction occurred to tree 
pollens. This was associated with a marked 
exacerbation of the dermatitis. 

The other case was that of a man with 
eczema of the hands and hay fever. He 
showed a positive immediate-wheal reaction 
to dust, associated with a precipitation of his 
hay fever. At 48 hours the dust-test site was 
represented by a 1 cm. papule, and at this 
time “id” vesicles appeared on the hands. By 
one week this response at the dust-test site 





From the Hitchcock Clinic and the Department 
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became eczematoid, and concurrently an 
eczematous dermatitis appeared on the arms 
and legs. 

Because of the above clinical experience, 
the literature on inhalant allergens in atopic 
dermatitis was reviewed. Criteria for the 
diagnosis of eczema from inhalants has been 
established, and low-dosage desensitization 
therapy has been successfully given to this 
group of patients. 


REVIEW OF THE LITERATURE 


In 1930 Hopkins, Benham, and Kesten* 
described and proved the first case of asthma 
reported in this country as due to a mold, 
Alternaria. This man also had a chronic 
eczema of-his hands, legs, and feet. At times 
the eczema and asthma flared simultaneously 
and “during a sea voyage both the asthma 
and the eczema cleared up entirely.” The 
investigators elicited a positive delayed 
papular type of intradermal skin test and a 
positive patch test to the causative inhalant 
mold, These positive skin reactions were 
followed by a flare of the eczema (within a 
few days), and after inhalation of the spores 
of Alternaria the dermatitis became more 
eczematoid. They concluded that these ob- 
servations suggest that they were dealing 
with an eczema due to sensitization to sapro- 
phytic fungi growing in the patient’s en- 
vironment. 

Another very significant case was reported 
by Mitchell and Mitchell* in 1945. For 
seven years their patient had a seasonal 
dermatitis lasting for six weeks during the 
early part of the summer. Patch tests to the 
oleoresins of grass pollens were negative, 
whereas intradermal skin tests to aqueous 
timothy pollen extract were positive and of 





* References 1 and 2. 
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the delayed type. Response to desensitiza- 
tion treatment using the aqueous timothy 
solution was excellent. The skin was almost 
entirely clear during subsequent grass pol- 
linating seasons. 


In addition to these three basic reports 
there are numerous articles¢ on atopic 
dermatitis from inhalant allergens. Diag- 
nosis is based on the seasonal history of the 
eczema, skin-test studies, exacerbations of 
the dermatitis after skin testing, exacerba- 
tions with increase in mold and pollen counts 
in the air, and successful response to treat- 
ment by elimination or desensitization to 
the causative inhalant allergens. 


The conclusion to be gained from these 
reports is that inhalant allergens play a defi- 
nite etiologic role in the causation of eczema 
just as they do in the causation of asthma and 
hay fever. This is a logical conclusion when 
one considers that asthma, hay fever, and 
eczema are variations of a single constitu- 
tional abnormality, known as atopy. 


INTERPRETATION OF SKIN TESTS 


Unfortunately some of these reports do 
not describe the results of the skin tests at 48 
hours. It is well known that two basic types 
of skin reactions may follow intradermal skin 
tests: (1) the immediate wheal appearing 
within 15 to 20 minutes and (2) the papule 
appearing within 24 to 48 hours. 


Formerly the wheal and the papule were 
regarded as distinct, separate types of sensi- 
tivity due to different chemical antigens. 
Now, however, there is much evidence that 
the wheal and the papule represent different 
degrees rather than different kinds of aller- 
gies. The papule represents the early and the 
first stage, whereas the wheal represents the 
next and later stage in the development of 
the sensitization process.’° 


In interpretation of these two types of 
reactions, it is important to emphasize that 
they chronologically and morphologically 
mimic the allergic disease present in a person. 
These facts are best demonstrated after the 
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use of trichophytin in the various types of 
dermatophytids."* If the dermatophytid is 
urticarial in nature, the positive trichophytin 
skin test will be a wheal ; if the dermatophytid 
is a vesicular dermatitis of the hands, the 
positive trichophytin test will be a papule. 
If the dermatophytid is that of erythema an- 
nulare centrifugum, at one week the tricho- 
phytin skin-test site will be represented by a 
miniature lesion of this disease.’* 

Cook '* has emphasized that the immediate 
wheal reaction should not be utilized to in- 
terpret an eczematous response and never has 
been associated with exacerbations of eczema. 
The 48-hour papule is the significant skin 
test in evaluating causative allergens in 
eczema. The dictum, then, is that a wheal is 
of importance in the diagnosis of asthma and 
hay fever, and a papule, in the diagnosis of 
atopic dermatitis. 


DESENSITIZATION 


There is a marked difference in the amount 
of antigen required in the process of desensi- 
tization of atopic dermatitis as compared 
with the amount required for desensitization 
in asthma and hay fever. This was empha- 
sized by Walker ** in 1918, when he dis- 
cussed eczema from seasonal timothy and 
ragweed. He stated at that time, “Eczema- 
tous patients tolerate very small dosage of the 
offending protein and the eczema seems to 
improve but a slight increase above this small 
amount makes the eczema worse.” 

For years Hansel ** has been stressing the 
importance of small fixed dosage of antigens 
in the treatment of chronic nasal allergy. 
Many of these cases are of the delayed 
papular type of allergy. This can be demon- 
strated by means of skin tests and by the 
fact that following intradermal skin tests the 
nasal symptoms do not flare within 15 to 20 
minutes, but within 24 to 48 hours. Similarly, 
Samuel Levin { for years has been using 
fixed low dosage in the desensitization treat- 
ment of fungus eczema. Other workers are 
in agreement with this fundamental fact of 
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low dosage, § which is not altered substan- 
tially in the desensitization treatment of 
eczematous dermatitis. Since the amount of 
- antigen used in skin testing for the delayed 
type of allergy is usually greater than that 
used in testing for the immediate wheal type 
of response, there is frequently a flare of the 
dermatitis as the skin test becomes positive. 


METHODS AND MATERIAL 


In order to investigate the inhalant aller- 
gens in dermatitis of the hands and other 
regional eczemas, the following .ideal criteria 
for diagnosis were established : (1) a positive 
24- to 48-hour papular type of response (or a 
delayed one-week eczematoid response) to 
the intradermal skin test, using the suspected 
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antigen; (2) a flare of the dermatitis coinci- 
dent with or shortly after the cutaneous test 
becomes positive; (3) seasonal incidence 
agreeing with the positive skin test ; (4) con- 
trol of the dermatitis on removal of the 
causative allergens or after proper desensi- 
tization. 

For skin testing initially only nine aller- 
gens were used; dust 1: 10, trees 100 P. N. 
U. (protein nitrogen units) /cc. (composite 
of ash, birch, hickory, oak, and poplar) ; 
timothy 100 P. N. U/cc.; ragweed 100 P. N. 
U/cc.; molds 1000 P. N. U/cc. (composite of 
Mucor, Helminthosporium, Alternaria, Peni- 
cillium, Trichoderma, Aspergillus niger, 
Aspergillus fumigatus, Cladosporium, and 
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Cephalothecium) ; feathers 1000 P.N.U/cc.; 
wool 1000 P. N. U/cc.; Staphylococcus Am- 
botoxoid || 1:20, and trichophytin 1: 30. 
These nine allergens will hereafter be re- 
ferred to as “Series IX.” 

Dust, trees, timothy, ragweed, and molds 
were chosen because of their seasonal inci- 
dence (Figure). Timothy was the only grass 
used to test for this type of sensitivity. This 
is based on the evidence that there is an anti- 
gen common to the various grasses; there- 
fore, this group-specific antigen from timothy 
can detect sensitivities due to the other well- 
known grasses.’* 

Ragweed, being the prevalent allergen in 
the weed group, can pick up over 90% of 
weed sensitivities.° Wool and feathers were 
tested because they have been so commonly 
associated with atopic dermatitis. Finally, 
Staphylococcus Ambotoxoid and trichophy- 
tin were added in order to study the relation- 
ship between the inhalant molds and tricho- 
phytin and to observe the role of bacteria, 
either as primary or as secondary allergens. 

Desensitization was accomplished by 
means of extremely dilute antigens given in 
fixed amounts and usually self-administered. 
The amount of antigen used was that amount 
which, when injected intradermally, did not 
produce a local reaction or a systemic flare. 
One-tenth cubic centimeter of the chosen ex- 
tract was given subcutaneously twice weekly 
until the dermatitis cleared; after that, the 
interval between the injections was increased 
until finally a “booster shot” was given every 
three or four weeks. The average dilution of 
the extract was 1: 100,000, or 0.1 P. N. U. 


A simple method for observing whether 
the correct dilution of the extract is being 
given is to have the patient record each in- 
jection on a calendar. If the dermatitis flares 
the day after the injection, the extract should 
be diluted. Later as the dermatitis begins to 
respond to treatment, an exacerbation of the 
dermatitis just before the next treatment 
signifies that the unitage should be increased. 





|| Incorporates detoxified exotoxin and the endo- 
toxic principles of Staphylococcus cultures lysed 
by bacteriophage. — 
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INHALANT ALLERGENS IN DERMATITIS 


RESULTS 


Fourteen cases fulfilled the strict criteria 
listed above for the diagnosis of atopic 
dermatitis from inhalants, and results from 
treatment were excellent. In addition, numer- 
ous patients were treated who did not fulfill 
all of the criteria. Response to therapy in 
this group varied, but much valuable experi- 
ence was gained, especially regarding the im- 
portance of superimposed bacterial allergy. 
No response to desensitization was noted 
until six to eight weeks, and at this time the 
itching began to decrease. It was necessary 
in all cases to continue the desensitizing 
treatment for a year or longer. 


REPORT OF CASES 


T. D., a 52-year-old woman with dermatitis of 
hands, wrists, forearms, and ear lobes for 20 years, 
lived on a chicken farm most of her life and was 
active in preparing the chickens for market. Intra- 
dermal skin tests were done with the nine antigens 
previously described (Series IX). She showed a 
positive immediate wheal at 15 minutes, positive 
papular type of reaction at 24 hours, and an eczema- 
toid response at one week to feathers. This was 
associated with a generalized eczematoid flare. The 
dermatitis cleared in two months with avoidance of 
feathers. 

A. C., a 20-year-old student, had a chronic derma- 
titis of the lips and adjacent skin. It was first noted 
in August, and at that time extensive investigation 
was made for a contact dermatitis, but no con- 
tactant was found. The condition cleared in the fall, 
only to recur the following August. At this time, 
intradermal skin tests with Series IX were done, 
and a positive delayed type of response to ragweed, 
with a flare of the dermatitis, was noted. The 
patient was then desentitized to ragweed 0.1 
P.N. U., and the following year the dermatitis did 
not recur. 

L. H., a 20-year-old woman, had a pruritic derma- 
titis of the hands for the past seven years. It was 
present year round, but it was greatly improved 
when the ground was covered with snow and was 
worse during the spring and fall. Intradermal skin 
tests were done with Series IX, and a positive 
delayed type of response was obtained to the com- 
posite mold antigen, associated with increase in the 
pruritus and spread of the dermatitis. After this 
flare had subsided, desensitization was instituted, 
utilizing the composite mold antigen. The 0.1 
P.N. U. extract, 0.1 cc., was self-administered sub- 
cutaneously, and after two months the pruritus 
lessened and the dermatitis began to improve. The 
interval between injections was increased to once 


weekly, with a flare of the dermatitis, necessitating 
a return to twice weekly injections for another 
month before the interval was again increased. 
The patient now requires one injection every three 
weeks, and on this desensitization program the 
skin has remained entirely clear for one year. 


A. G. was a 48-year-old woman with a general- 
ized eczema all of her life. Past history revealed 
that she had hay fever from spring to early winter 
and that her dermatitis was worse during this 
period. On one occasion she had received one injec- 
tion of penicillin and within 48 hours developed a 
generalized dermatitis. The family history was posi- 
tive for atopy on both sides. Intradermal skin tests 
were performed, and within 48 hours the dust and 
mold test site became positive, with a concomitant 
severe flare of the dermatitis. Desensitization was 
instituted with dust and molds, 0.1 cc. subcutane- 
ously, twice weekly. Two months later the itching 
became less, and nine months later the skin was 
entirely clear. At this time, injection was given only 
every other week. 


COMMENT 


If the ideal criteria for diagnosis of atopic 
dermatitis from inhalants were strictly ad- 
hered to, as was necessary initially, only a 
relatively few cases would be found and 
treated. However, many cases have re- 
sponded to desensitization treatment that 
have not entirely fulfilled the criteria. In 
this large group, the practical importance of 
adding Staphylococcus antigen to the other 
extracts was noted. 

It is true that during the immediate wheal 
reaction the antigen may be entirely con- 
sumed, and therefore no -antigenic extract 
remains to produce the papule at 48 hours. 
This was well demonstrated by Marcussen.?° 

To us, desensitization does not refer to a 
neutralization of reagin. The immediate 
wheal reaction does not decrease during the 
process of desensitization.” Initial studies 
and incomplete investigation suggest that the 
mechanism of response may be associated 
with the production of blocking antibodies. 
These heat-stable antibodies may explain 
why the delayed type of reaction disappears 
after repeated injection of trichophytin.?° 
Likewise, we have noted the disappearance of 
specific papular reactions following repeated 
injections of Staphylococcus and various in- 
halant allergens. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Our clinical data, and to an even greater 
extent our experimental data, are very 
limited. Future work such as carried out by 

Osborne 2? on wool in eczema will greatly aid 
in the understanding of the various factors in 
the causation of eczema. 


SUMMARY 


It is our opinion that a significant number 
of cases of dermatitis, especially of the hands, 
are produced or aggravated by inhalant aller- 
gens to warrant their study by all derma- 
tologists. Ideal criteria for diagnosis of these 
cases have been established. The importance 
of reading the delayed papular response to 
intradermal skin tests is stressed. In desensi- 
tization extremely dilute fixed amounts of 
antigen are necessary in order to obtain satis- 
factory results. These extracts may be safely 
self-administered. 
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VII. Inoculation of Leishmania Tropica into Leprous Patients 


E. LIBAN, M.D. 
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HAUL 


In an earlier study of the present series * 
the inoculation of BCG bacilli (Antigen A) 
into the skin of patients suffering from lep- 
rosy (Mycobacterium leprae: Antigen B) 
elicited a lesion histologically characteristic 
of lepromatous leprosy and not of tubercu- 
losis. This response was defined as an “iso- 
pathic phenomenon,” i. e., a specifically 
altered tissue reactivity due to which a given 
host responded to a living antigen (A) in a 
manner characteristic of its reaction to the 
continued presence of another antigen (B) 
to which it had been exposed prior to its 
contact with Antigen A. 


Owing to the close relationship of M. 
leprae and M. tuberculosis, the question 
arose whether the isopathic phenomenon ob- 
served in the above study might not be due 
to the presence of antigens common to the 
two organisms. Since it is a practice in some 
endemic areas to immunize residents against 
oriental sore by the inoculation of living 
flagellates of Leishmania tropica, a series of 
leprous patients received such vaccinations. 
Their response to a living protozoan, unre- 
lated to M. leprae and probably antigenically 





This study was aided by a grant from the 
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Fund. 

From the Department of Pathology (Dr. H. 
Ungar, Director), the Department of Parasitology 
(Dr. S. Adler, Director), and the Department of 
Dermatology and Venereology (Dr. A. Dostrovsky, 
Director), Hebrew University-Hadassah Medical 
School and the affiliated Hospital for Hansen’s 
Disease of the Ministry of Health, Government of 
Israel. 


dissimilar to that organism, was the subject 
of the present study. 


In a majority of the leprous patients 
studied, a clear isopathic phenomenon was _ 
observed, in which the lesion induced by 
L. tropica was histologically identical with 
that of lepromatous leprosy and distinct from 
that characteristic of L. tropica in normal 
human subjects. 


MATERIALS AND METHODS 


L. tropica flagellates to be used as inoculum were 
transferred from the semisolid maintenance medium 
described by Adler and .Theodor? to a liquid 
medium consisting of nutrient broth containing 
0.1% glucose and 10% fresh rabbit serum. Rich 
cultures, generally one to two weeks old, were 
washed free of medium and metabolites by being 
suspended in a relatively large volume of sterile 
saline solution, after which they were centrifuged 
for five minutes at 2,000 rpm, and the supernatant 
fluid was discarded. Resuspending and centrifuging 
were twice repeated. The deposit of washed living 
leptomonads was diluted with sufficient saline solu- 
tion to yield a suspension containing 10® parasites 
in 0.1 ml. of fluid, as estimated with the aid of a 
Thoma counting chamber. 

A standard dose of 1,000,000 washed culture 
leptomonads was injected intradermally over the 
deltoid area of the left arm. 

Twenty-three patients with leptromatous leprosy 
(15 with and 8 without active skin lesions) received 
standard inocula of L. tropica. Data on their case 
histories and responses to the inoculation are pre- 
sented in the Table. All patients were undergoing 
chemotherapy before and during the experiment, 
In eight patients bacilli were no longer demon- 
strated in smears from the mucous membrane of 
the nose or from the skin of the ear lobe. The 
lepromin test was negative in all but one patient, 
who had a weakly positive reaction. 

Prior to inoculation all patients underwent a 
leishmanin test, receiving intradermally 0.1 mil. of 
a vaccine containing 100,000 killed flagellates of L, 
tropica. Twenty out of the 23 had negative re- 
sponses. The remaining three patients with a 
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Fig. 1—Typical leishmaniasis lesions, six to 
seven months after the inoculation of L. tropica in 
three patients with lepromatous leprosy. The lesions 
are ulcerated, and the first two are covered with a 
crust. 


Fig. 2.—Leproma-like reaction (++), 16 days 
after the inoculation of L. tropica in a leprous pa- 
tient. Typical lepromatous leprosy lesion, separated 
from the epidermis by a zone free of infiltration. 
Hematoxylin and eosin; reduced about 4% from mag. 
x 150. Insert, at higher magnification (reduced 
about 10% from mag. x 1500), a cell containing 
Leishman-Donovan bodies. 


Fig. 3.—Leproma-like reaction (+ + +), 78 days 
after the inoculation of L. tropica in a leprous pa- 
tient. The granulomatous tissue is composed of 
foam cells, each containing one large or many small 
vacuoles. There are a few fibroblasts and lympho- 
cytes and one giant cell of the Langhans type 
scattered among the foam cells. Hematoxylin and 
eosin; reduced about % from mag. x 360. 


previous history of cutaneous leishmaniasis were 
positive to leishmanin. 

Forty-four biopsies of the L. tropica inoculation 
sites were performed at intervals of from 16 days 
to 20 months after inoculation. Repeated biopsies 
(two to four) were performed on 15 patients. The 
biopsy tissue was fixed in 10% formalin or in 
Zenker’s fluid. Paraffin-embedded sections were 
stained with hematoxylin and eosin, Van Gieson, 
and Giemsa stains, and with’ Ziehl-Neelsen’s stain 
as modified by Putt. Frozen sections were stained 
with Sudan IV. Dry-fixed smears of the biopsy 
floor were stained with Ziehl-Neelsen and Giemsa 
stains. 

Tissue aspirates from the periphery of inoculation 
sites were cultured according to the method of 
Adler and Theodor,? to determine whether viable 
L. tropica was present in the tissue. At the same 
time, dry-fixed smears stained in Giemsa’s stain 
were examined microscopically. In most cases 
inoculation sites were cultured several times during 
the period of observation. 


RESULTS 


Leprous patients responded clinically to 
the inoculation of L. tropica as do normal 
persons without leprosy. After an incuba- 
tion period of about two weeks a papule de- 
veloped which grew from 1 to 4 cm, in diam- 
eter during the first half year. Three typical 
lesions six to seven months after inoculation 
are shown in Figure 1. By this time most of 
the lesions had ulcerated or were covered 
with a crust. In most cases spontaneous 


cure with scarring occurred between the 
7th and 12th months, but in six cases the 
lesions healed more slowly, after 14 to 20 





months. 


All patients developed a positive 
leishmanin test after inoculation. In the three 
patients who were leishmanin-positive before 
inoculation the lesion ran an accelerated clin- 
ical course. 


Twenty-five of the 44 biopsy specimens 
taken at various times from 20 of the 23 
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patients were histologically identical with 
specimens from various stages of lepro- 
matous leprosy. These were graded +++ 
' to +, as in a former paper in this series.* 

Three plus (+++) leproma-like reac- 
tion was observed in 18 specimens from 15 
patients taken at intervals of from 16 days 
to 17 months after inoculation. The reaction 
consisted of granulomatous structures, either 
in the form of extensive foci arranged around 
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A. M. A. ARCHIVES OF DERMATOLOGY 


In seven specimens many foam cells con- 
tained numerous Leishman-Donovan (L. D.) 
bodies (Fig. 4). In four cases only a few 
cells containing parasites were seen. In 
smears from the biopsy floor abundant para- 
sites were found in three cases and occasional 
parasites, in three cases. Acid-fast bacilli or 
granules were found in some but not all of 
the patients during the course of the study. 





Fig. 4.—Leproma-like reaction (+ ++), 7% months after the inoculation of L. tropica in a 


leprous patient. The foam cells contain numerous Leishman-Donovan bodies. Hematoxylin and 
cosin; reduced slightly from mag. xX 560 and x 1500. 


the skin appendages and blood vessels 
(Fig. 2) or in the form of contiguous masses 
occupying large areas of the dermis. They 
were composed predominantly of foam cells 
containing fine or larger sudanophilic vacu- 
oles, interspersed with a varying number of 
fibroblasts, lymphocytes, and granular leuco- 
cytes. In four biopsy specimens a few giant 
cells of the Langhans type were scattered 
irregularly among the foam cells (Fig. 3). 
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When smears from the ear lobe and/or the 
nasal mucosa were positive, bacilli were fre- 
quently found at the biopsy site, as well. 
When no bacilli were observed in the ear 
lobe or nasal mucosa, they were absent from 
the biopsy site as well. There was thus no 
tendency for M. leprae to accumulate se- 
lectively at the site of inoculation of L. 
tropica, in spite of the fact that histologically 
the lesion was a leproma. 
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TISSUE ALTERATIONS IN LEPROUS SKIN 


Two plus (+ ++) prelepromatous reaction 
was seen in five specimens from five patients 
taken at intervals of from 5 to 13 months 
after inoculation. Groups of foam cells oc- 
curred chiefly in the upper dermis around 
the blood vessels and skin appendages and 
also occasionally around nerve fibers. 

One plus (++) foam-cell nests were seen 
in two other biopsy specimens taken 9 to 14 





Ten specimens were histologically identi- 
cal with primary cutaneous leishmaniasis (6 
specimens, taken 54%4 to 17 months after in- 
oculation) or with relapsing cutaneous 
leishmaniasis (4 specimens, taken 7 to 20 
months after inoculation): In the former 
(primary) type, pseudoepitheliomatous hy- 
perplasia of the epidermis and a nonspecific 
inflammation of the dermis were observed. 


Fig. 5.—Leishmaniasis nodosa naturally acquired, in a nonleprous patient (for ¢omparison - 
with the previous figures). A, pseudoepitheliomatous hyperplasia of the epidermis. Hematoxylin 
and eosin; reduced about 6% from mag. x 110. B, nonspecific infiltrations with histiocytes 
containing Leishman-Donovan bodies; reduced slightly from mag. < 560. 


months after inoculation, around the blood 
vessels of the upper dermis. 

In five other specimens, taken at intervals 
of from 2 to 12 months after inoculation, the 
general picture was that of tuberculoid gran- 
ulation tissue as seen in relapsing cutaneous 
leishmaniasis.’ However, under higher mag- 
nification a certain number of foam cells 
were observed in the tubercles scattered 
among the epithelioid cells and the surround- 
ing lymphocytes (Fig. 6). 


Some epithelioid cells and histiocytes filled 
with L. D. bodies were present. A varying 
number of L. D. bodies were present in 
smears of the biopsy floor. In the latter (re- 
lapsing) type tuberculoid granulation tissue 
was observed, with a few L. D. bodies in a 
single section. 


In the remaining four specimens, taken 
16 days to 14 months after inoculation, only 
nonspecific infiltrations were seen. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


The maximal degree of leproma-like reac- 
tion observed at L. tropica sites in each of 
the 23 patients at some time during the 
course of their L, tropica infections was 
summarized as follows: ++ + leproma-like 
reactions were seen in 16; +-+ prelepro- 
matous reactions, in 3; + foam-cell nests, 
in 1, and no leproma-like reaction was seen 
in the remaining 3 patients. 





unrelated protozoan, L. tropica. L. tropica 
in normal human skin produces a distinctive 
histiocytic lesion in which no foam cells, 
characteristic of the leproma, are to be found. 
In 20 of 23 leprous patients a biopsy of a 
lepromatous character was obtained at some 
time during the course of the L. tropica le- 
sion. In by far the majority of the patients 
(16) the maximum degree of lepromatous 


Fig. 6—Tuberculoid granulation tissue, 14 months after the inoculation of L. tropica in a 
leprous patient. Hematoxylin and eosin; reduced slightly from mag. x 140. At higher magnifica- 
tion (reduced slightly from mag. « 360), the tubercles are seen to be composed of foam cells, 
interspersed with a few lymphocytes and epithelioid cells. 


COMMENT 


The inoculation of L. tropica into the skin 
of patients with lepromatous leprosy led to 
an isopathic response similar to that ob- 
served in leprous patients following the in- 
oculation of living BCG bacilli.1 The tissues 
of leprous patients appear, therefore, to be 
specifically altered in such a way that they 
react with a leproma-like lesion not only to 
the presence of the closely related M. tuber- 
culosis but also to the presence of the totally 
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response observed in the L. tropica lesion 
was unequivocally +-+-+. Another three 
patients had +--+ lesions, and another one 
had a + lesion. 


In spite of the altered histological re- 
sponse, the clinical course of the experi- 
mentally induced oriental sore in leprous pa- 
tients was identical with that in healthy con- 
trols. All inoculated patients developed typi- 
cal oriental sores, with the exception of 
three who had previously been exposed to 














TISSUE ALTERATIONS IN LEPROUS SKIN 


L. tropica and were resistant to reinfection. 
These were the only cases in which L. D. 
bodies were not demonstrated either micro- 
scopically or in culture. Diagnosis of orien- 
tal sore in the 20 susceptible patients was 
based on clinical appearance ; on the demon- 
stration of viable parasites at the inoculation 
sites, either microscopically and/or by cul- 
ture, and on the development of a positive 


as defined by Taliaferro and Mulligan.* The 
fact that L. D. bodies in leprous patients 
regularly occur in foam cells supports the 
view that foam ceils are derived from macro- 
phages. The results of the present study sup- 
port the earlier observation ' that foam cells 
can appear in tissue reactions in leprous pa- 
tients in the absence of acid-fast bacilli or 
in the presence of very few of them. The ap- 





Fig. 7.—Tuberculoid granulation tissue as seen in leishmaniasis recidiva naturally acquired 
in a nonleprous patient (for comparison with Fig. 6). (Reduced slightly from mag. x 85 and 
x 360.) Note that no foam cells are present within the tubercles. 


leishmanin reaction in susceptible patients, 
all of whom had been leishmanin-negative 
prior to inoculation. ‘The accelerated reaction 
to L. tropica observed in the three patients 
with previous histories of leishmaniasis 
closely resembled the immunologically spe- 
cific Koch phenomenon in tuberculosis. A 
similar case has been briefly described by 
Adler and Zuckerman * and a longer series 
by Sagher, Verbi, and Zuckerman.’ 

L. tropica, like other leishmaniasis, attacks 
elements of the lymphoid macrophage system 


pearance of foam cells is therefore not simply 
a response to the multiplication of M. leprae. 


SUMMARY 


In leprous patients, an altered tissue reac- 
tivity to living flagellates of Leishmania 
tropica was observed on histological examin- 
ation of the inoculation sites (isopathic reac- 
tion). Lepromatous and prelepromatous re- 
actions were seen in 20 of the 23 patients, 
in 25 of the 44 biopsies performed between 
16 days to 20 months after inoculation. 
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A, M. A. ARCHIVES OF DERMATOLOGY 


However, the lesions were clinically charac- 

teristic of leishmaniasis. 

_ This response to L. tropica, a protozoan 
totally unrelated to, M. leprae, bears out the 

results previously obtained in leprous pa- 

tients following the inoculation of the closely 

related M. tuberculosis (BCG). 
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TREATMENT FOR ULERYTHEMA OPHRYOGENES 


WITH HYDROCORTISONE OINTMENT 
A. J. EDELSTEIN, M.D., Johnstown, Pa. 
AULA TT 


Treatment for ulerythema ophryogenes has been 
unsatisfactory. Although local applications of 
salicylic: acid, resorcinol, and the mercurials have 
been, advocated, few, if any, cases respond. Recently, 
a patient was treated with hydrocortisone ointment 
with spectacular results. 


REPORT OF A CASE 


R. L., aged 10 years, presented herself to me on 
July 23, 1954, because of an eruption and alopecia 
of the eyebrow areas. The affection began shortly 
after birth and progressively increased in severity. 
On examination, erythema, horny follicular papules, 
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small depressed scars, and partial alopecia were 
observed in the eyebrow areas. The few hairs 
present were thin, blond, and broken off close to 
the surface. Previous treatment consisted of various 
local applications, and ultraviolet therapy. The use 
of hydrocortisone ointment (2.5%) was initiated. 
Diminution of erythema was noted within three 
weeks. On Sept. 15, numerous lanugo hairs were 
visible. On Oct. 25, the hairs had become thicker, 
darker, and more numerous, covering most of the 
underlying dermatitis. 

The use of hydrocortisone ointment offers a safe, 
simple, and effective treatment for this rebellious 
disease. Recurrences, however, are probable upon 
cessation of therapy. 


408 Lincoln St. 
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Dysheratosis Congenita aitthe Pigmentation, 
Dystrophia Unguium, sich ol cavobinatibass O,is 


Review of the Known Cases Reported to Date and Discussion of the Disease from Various Aspects 


H. N. COLE, M.D. 

JOHN RAUSCHKOLB,7 M.D. 

and 

JOHN TOOMEY,* M.D., Cleveland 


TAUULUUTUUTTLTA AULT 


In October, 1926, a unique case was pre- 
sented before the Annual Meeting of the 
Cleveland Dermatological Society by Drs. 
Cole, Rauschkolb, and Toomey.’ This 20- 
year-old man of Jewish extraction stated that 
as far back as he could remember he had 
had a peculiar condition of his nails and an 
unusual pigmentation around his neck. He 
complained that his hands and feet perspired 
very freely and he often had large blisters 
over his heels. His father, mother, and three 
sisters were living and well. 

At that time, the entire tongue had a 
thickened, whitish appearance, with a large 
ulcer in its center. Later, there was a large 
leucoplakic spot on the hard palate. The 
nails were dystrophic in type, and some of 
them were almost entirely absent. The skin 
of the neck down to the clavicle showed fine 
dark reddish-brown papules, arranged along 
the somites of the skin. In some places, the 
color was more a grayish-red tint. Down over 
the clavicle it was more difficult to distin- 
guish this condition from the normal skin, 
while scattered here and there over the neck 
and trunk there were perfectly clear reddish 
ovoid macules showing no pigment and vary- 





From the Department of Dermatology and 
Syphilology, Western Reserve Medical School, 
University Hospitals, and the Cleveland City Hos- 
pital. 

+Dr. Rauschkolb died April 28, 1954; Dr. 
Toomey died Jan. 1, 1950. 


ing in size from 0.2 to 3 cm. or more. There 
was a profuse hyperhidrosis of the palms and 
soles. The skin of the palms was of a reddish 
tint in places, and on the right heel there was 
a 1 by 3 cm. deep bullous lesion. The hands 
up to the wrists showed a reddish color and 
a definite anetodermia over the dorsum of 
the last joint of each finger. The hair, eye- 
brows, and eyelashes were comparatively 
normal, and there was no “tearing.” Micro- 
scopic examination showed a low epidermis 
with parakeratosis and dyskeratosis * of the 
prickle cells and deep clumps of non-iron- 
bearing pigment in the upper corium. 

At the meeting, it was generally agreed 
that the condition was unique, and the patient 
was also seen by several visitors from outside 
the city, including Drs. James H. Mitchell, 
E. A. Oliver, and Francis Senear, from 
Chicago. 

On Nov. 25, 1926, Dr. Martin Engman,? 
of St. Louis, presented a case before the Chi- 
cago Dermatological Society under the title 
of “A Unique Case of Reticular Pigmenta- 
tion of the Skin with Atrophy.” The patient, 
of Anglo-Saxon extraction, had been ob- 
served 13 years earlier with an ulcer on the 
side of the tongue and an area of leucoplakia 
on the opposite side. He also stated that a 
brother, four years younger, likewise had a 
leucoplakia on the tongue. 

All the members agreed that the case was 
most unusual, and Drs. Mitchell, Oliver, and 
Senear expressed the opinion that it was 
similar to the case seen in Cleyvland one 
month earlier. 





* The term “dyskeratosis” was used in the old 
Brocq interpretation of any type of keratinization 
anomaly. 
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A. M. A, ARCHIVES OF DERMATOLOGY 


Later, these two cases were reported by 
Dr. Martin F. Engman, Jr.* At the age of 
eight years, the elder brother had ulcerations 
on the tongue suspected of being tuberculosis, 
but organisms were not found. Then leuco- 
plakia appeared. At the age of 12 years, the 
skin began to darken over the face, neck, 
forearms, and legs. This continued until the 
age of 18. The nails of the fingers and toes 
became dystrophic, and in the next few years 
he lost them entirely. At the age of 22 he was 
carefully studied at the Barnard Skin and 
Cancer Hospital in St. Louis. His hair was 
thin and lusterless. He had no eyelashes, and 
there was an eversion of the lids. He had 
lost all his teeth, and leucoplakia was exten- 
sive on the gums and tongue. His nails had 
disappeared, and over the entire body there 
was a lace-like distribution of pigment, 1 
mm. and larger, around octagons and circles 
of white skin. The color of the pigment was 
almost gun-metal. At the meatal opening 
there was an erosion similar to the areas in 
the mouth. On biopsy, the toughness of the 
skin was notable. The epidermis was thin, 
the cornified layer was relatively thickened, 
the papillae were obliterated, and there was 
a generalized hypertrophy and hyperplasia 
of the fibrous tissue. The elastic tissue was 
decreased and somewhat broken. In the upper 
cutis there were large clumps of pigment, 
and the dopa reaction showed a great in- 
crease in the widely branching dendritic cells. 

The patient’s brother, 26 years old, like- 
wise noted the same transition in his nails. 
He .also had the same mucous membrane 
changes in the mouth and small ulcerations 
on the tongue. The pigmentation of the skin 
began slowly around puberty and gradually 
increased ; it had never become bluish-black 
nor had it become so generalized. It was most 
marked around the neck and on the lower 
part of the face. He also had the colorless 
areas interspersed between pigmented areas. 
There was no melanin in the urine or in the 
blood stream of either brother. Both noted 
the profuse perspiration of the palms and 
soles. 

Dr. Engman did not think his cases re- 
sembled the case of Cole, Rauschkolb, and 
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Toomey. Furthermore, the “atrophy” in 
Case 1 was so generalized as to include all 
ectodermal structures except the eyes. 

In 1943, Dr. Fred Wise,* one of America’s 
most expert and learned dermatologists, now 
deceased, presented the fourth case of this 
entity, before the New York Dermatological 
Society: J. W., a 25-year-old Jewish man, 
had fine pigmentary and depigmented lesions 
on the skin of “approximately” 19 years’ 
duration. His brother, aged 20, had similar 
spots on the neck only, but of a lighter color. 
The parents, another brother, and a sister 
were said to be free from cutaneous lesions. 
Later, Drs. John Garb and Gdali Rubin made 
a follow-up report’ on both cases. Both 
brothers perspired freely on the cyanotic 
palms and soles. Their eyes teared, and they 
were told that they had closed tear ducts. 
Their hair was sparse, and later they lost 
their hair on the head, eyebrows, and eye- 
lashes: Both brothers were troubled with 
bullae on the soles and palms and had an 
anetodermia over the knees and elbows, with 
some follicular plugging. Their nails were 
practically nonexistent. In the older brother 
there was extensive leucoplakia of the buccal 
mucous membrane and especially so inside 
the left cheek, and a proctoscopic examina- 
tion revealed a thick discharge and an anal 
stenosis. 

The microscopic picture in the older 
brother was consistent with poikiloderma 
(Wise). There was a moderate obliteration 
of the hair follicles with more or less com- 
pact hairy plugs. Collagen tissue was edem- 
atous. They likewise noted the cellular in- 
filtrate containing non-iron-bearing pigment 
granules in the corium. Both brothers had 
very poor teeth and had lost most of them. 
The younger brother had had a peptic ulcer, 
which was excised, and also splenomegaly 
with normal bone marrow and pancytopenia. 
A diagnosis of hypersplenism was made, and 
it was thought that there was temporary im- 
provement after splenectomy. The older 
brother had one small testicle and a small 
sella turcica. Dr. Gdali Rubin has since in- 
formed us in a personal communication that 





UM 








JMI 


DYSKERATOSIS CONGENITA 


the older brother died of a carcinoma of the 
mouth and anal orifice. 

The sixth case of this condition has’ but 
recently been reported from the European 
continent by Jansen, of Holland. A man, 
aged 21, had generalized hyperpigmentation 
of the forehead, pigmentation on the neck of 
fine reticular formation, linear in type and 
gun-metal in color. It extended to the clavicle 
and posteriorly to C-7 and C-8. The trunk 
and limbs showed a drab pigment, not well 
defined, and in all these areas there were 
nonatrophic well-defined perfectly white 1 to 
2 cm. rounded or ovoid areas. These were 
most striking on the thighs and forearms. 
There was slight scaling over the knees and 
shins, where the skin was thin and violet-red. 
There were hemorrhagic blisters on the 
fourth and fifth digits. The nails had mostly 
disappeared, leaving some irregular mem- 
braneous hyperkeratoses of the beds. Leuco- 
plakia-like areas were present on the buccal 
and lingual mucous membrane. The tear 
ducts had disappeared, and there was con- 
stant tearing. 

The microscopic appearance was that of a 
wavy epidermis, slightly atrophic, with a 
conglomeration of iron-free pigment (on 
staining) in the chromatophores. The elastic 
tissue and collagen was not of normal tex- 
ture. The former was diminished and frag- 
mented. The latter was edematous. 

His blood picture revealed low hemoglobin 
and red and white blood cell counts and 
thrombocytopenia, which the author felt 
might be due to hypersplenism. 

Jansen felt that the number of cases was 
too small to draw any conclusions as to the 
mode of heredity in this syndrome. Special 
attention must be drawn to the fact that 
among six cases, all males, two pairs of 
brothers have been described. There has 
been no consanguinity discovered in the 
parents. 

COMMENT 


Jansen thinks that the term “dyskeratosis 
congenita” has not been well chosen. The 
writers used it in the Brocq interpretation 
of every type of keratinization anomaly. 
Moreover, in the first case and in several 


others in the group, to wit, Wise’s case and 
Jansen’s, there was noted a keratotic, aneto- 
dermia-like, scaly process of the knees and 
elbows. Broadly, the disease belongs in the 
group of the ectodermal defects. 

We have recently seen our patient, after 
some eight years. He has come in from time 
to time because of alarming leucokeratoses 


‘on the mucous membranes, (Fig. 1). These 


were treated under local anesthesia with 
electrocautery. Biopsies, thus far, have re- 
vealed no evidence of malignancy. His hair 
is now sparse on the head, eyebrows, eye- 
lashes, and body. He complains greatly of 
tearing. His pigmentation, interspersed with 
whitish nonatrophic areas of varying sizes, 
is much deeper on the neck and trunk, both 
front and back (Figs. 2 and 3). His nails 
are almost nonexistent (Fig. 4). His teeth 
are very bad. The palms and soles now have 
a dry, scaly character, with some diffuse 
keratotic areas, especially on the heels. He 
occasionally gets a hemorrhagic bullous lesion 
on the soles. 

On a recent visit, a biopsy specimen was 
taken from the upper anterior chest. The 
skin was quite tenacious. The report, made 
by Dr. Herbert Lund, Pathologist at The 
Moses H. Cone Memorial Hospital, Greens- 
boro, N. C., reads as follows: 

The epidermis is thin. The cells, many as high 
as the granular layer, retain large nuclei. Many 
have a clear cytoplasm; the nucleus appearing to 
be free in an empty cell. There are occasional ir- 
regular clumps of chromatin without a distinct 
nucleus—suggesting the so-called Podophyllin cell. 
In the upper cutis are many irregular pigmented 
cells—a few have demonstrable dendrites. Changes 
are not diagnostic of any clinical syndrome. Such 
alterations are seen in incontinentia pigmenti and 
to some extent in chronic X-ray dermatosis. . The 
atrophic changes suggest Poikiloderma. 


A further biopsy specimen was taken from 
the back and submitted to Dr. Alan Moritz, 
Institute of Pathology, Western Reserve 
Medical School, for further analysis of the 
type of pigment. His report was as follows: 

Both the pigment containing cells and others that 
did not contain visible pigment in the hematoxylin 
and eosin stains were strongly dopa positive. They 
were not oxidase positive and did not contain stain- 
able iron. 
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When our patient was first seen, it was 
realized that it was a most unusual entity. 
It was of long standing; there was an un- 
usual retiform, gun-metal-like pigmentation 
with interspersed whitish areas. The leuco- 
plakia-like lesions of the mucous membrane 
were profound. The sweaty palms and soles 
‘ ‘ and occasional hemorrhagic deep bullae were 
Fig. 1.—Leucokeratosis of the tongue, ' likewise striking. Moreover, the patient, in 
the last few years, has developed occasional 
keratotic areas on the soles, not always asso- 
ciated with bullae, and the palms and soles 
are dry and somewhat scaly. The elbows and, 
less so, the knees were scaly and revealed 
plugging of follicles, and here and there over 
these areas one noted anetodermia. The 
teeth were very poor. The nails were dys- 
trophic rather than hypertrophic, in fact 

almost nonexistent. 
2) It was felt that the case belonged in the 
group of the dyskeratoses of Lenglet and 
Brocq, and when Jadassohn ¢ saw the case 
on his visit to America he agreed and felt 

Fig. 2.—Pigmentation, interspersed with whitish that it deserved a place as a distinct entity. 
nonatrophic areas. tags 
Therefore, we are once more submitting a 
list of the dyskeratoses of Lenglet. To this, 
Jadassohn added anomalies of pigmentation, 
anomalies of the teeth, and anomalies of the 
mucous membrane of the mouth, and we 
would suggest that the mucous membrane be 
extended to include the entire gastrointestinal 
tract, as in several of these patients other 
areas have been involved. Physical defects, 
maldevelopment of the central nervous sys- 
tem, and lesions of the cornea have since 
been added. 








THE DYSKERATOSES 





. Agenesia or dysgenesia of the hair and 


Fig. 3—Distribution of pigmentation over neck nails (that is, the absence of effective 
and chest. function) 


; et , . Functional disturbances of the sweat and 
Fig. 4.—Nails almost nonexistent. : 
oil glands 
. Keratodermia palmaris et plantaris 
. Exfoliatio generalista (exfoliation, lamellar 
in type, of the newborn) 
5. Hyperkeratosis typus: ichthyosis foetalis 


6. Hyperkeratosis typus: ichthyosis vulgaris 


+ Jadassohn, J.: Personal communication to the 
authors. 
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7. Congenital ichthyosiform erythrodermia 
(Brocq) 


8. Skin atrophies and deep atrophies 


9. Acanthokeratolysis, congenital; bullae for- 
mation 


10. Epidermolysis bullosa, simple form 
11. Pigmentations 

12. Anomalies of the mucous membranes 
13. Anomalies of the teeth 

14. Physical defects 


15. Maldevelopments of the central nervous 
system 


16. Punctate to diffuse lesions over the corneas 

If the reader glances over this amplified 
list, he can readily see how many of these 
symptoms have been shown by the six cases 
thus far reported. In fact, no less than eight 
of these anomalies are presented by most of 
these cases. 

Broadly, the disease belongs among the 
ectodermal defects. We are unable to see 
any need for Jansen to recommend any 
change in the name originally suggested, to 
“pigmentatio parvoreticularis cum leuko- 
plakia et dystrophia unguium.” At least the 
original name is recognized in the United 
States, and, too, it has the advantage of long 
use and there is no confusion between this 
and pachyonychia congenita. Moreover, the 
original designation brings out its congenital 
character. Needless to say, we are most in- 
terested in another report on this disease, 
and with this report in European literature 
others may follow. It is also interesting, as 
Jansen points out, that of the six cases re- 
ported ¢ there are two pairs of brothers and 
that thus far no female has been affecte-. 

Of the five cases from the United States, 
three are of Jewish extraction. Jansen makes 
no comment on the derivation of his patient. 
May not the low hemoglobin and low blood 
cell count seen consistently in these cases be 
due in part to a secondary anemia from diffi- 
culty in mastication and perhaps from dis- 
turbances of the gastrointestinal mucosa and 
from hemorrhagic bullae? 





tA seventh case has been seen in New York 
by another dermatologist, Dr. Maurice Costello, 
and is to be reported soon; no data are available. 





The suggestion of Jansen in regard to 
hypersplenism is interesting. In the first case 
of Wise, Garb, and Rubin, the latter two 
writers felt that the patient was temporarily 
improved by splenectomy. 

Our patient has but recently been exam- 
ined at the University Hospital on the medi- 
cal service by Prof. Austin S. Weisberger.§ 
His report is as follows: 

Mr. S. G. was found to have a moderate anemia 
and leucopenia. Platelets were normal. The spleen 
was. not palpable. 

The bone marrow aspiration revealed an active 
marrow and granulocytic hyperplasia. There was a 
definite shift to the left in the granulocyte series. 
These findings are consistent with but not diag- 
nostic of “hypersplenism.”’ The platelets were ade- 
quate and a guaiac test on the stool was negative: 
Sigmoidoscopy revealed a pale piaque in the rectum. 

No splenectomy is indicated on the basis of these 
findings at this time. As the disease progresses, 
the findings of hypersplenism may become more 
prominent. If severe leukopenia or thrombocyto- 
penia develops, the possibility of splenectomy should 
be reconsidered. 


SUMMARY AND CONCLUSIONS 


Dyskeratosis congenita with pigmentation, 
dystrophia unguium, and leucokeratosis oris 
is a rare systemic disease, mode as yet un- 
known.. At present there are six reported 
cases and one in process of publication. 
Among the six cases, all males, there are two 
pairs of brothers. One pair of brothers and 
a single patient are of Jewish extraction. 

The disease appears around age 10 to 14 
years. 

Cutaneous manifestations are those of a 
fine papular linear gun-metal iron-free pig- 
mentation surrounding nonpigmented non- 
atrophic round to ovoid areas varying in size 
from 1 cm. to 3 cm. or more in diameter— 
most marked over the neck, shoulder girdle, 
face, and upper trunk, but occasionally uni- 
versal. At times there are diffuse areas of the 
pigmentation, 

The nails are dystrophic or almost nonex- 
istent, and the hair of the head becomes more 
and more sparse, even including the eye- 
lashes and eyebrows. 





§ Professor Weisberger and the Medical Serv- 
ice made an extensive study and report. 
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In older patients the tear ducts become 
atrophic, and “tearing” is a pronounced 
symptom. 

The mucous membranes of the entire 
mouth develop a pronounced leucokeratosis, 
and the same picture may reveal itself at the 
penile meatus, anal orifice, and probably on 
other mucous membranes. 

Keratodermia and bullae appear on the 
palms and soles, along with anetodermia over 
the elbows and knees and the dorsum of the 
last phalanx of the digits. 

Only with study of more cases of this 
entity will the mode of heredity be ascer- 
tained. 

Broadly, the disease belongs among the 
ectodermal defects. 
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Sibcon Granuloma of the Shu 


PAUL M. CROSSLAND, M.D., Santa Rosa, Calif. 
AUNT 


Traumatic silicon granuloma of the skin 
presents a diagnostic challenge to the ob- 
server. Both clinically and histologically, it 
simulates the cutaneous manifestations of 
sarcoidosis, tuberculosis, and other granu- 
lomas. The interval of latency between sili- 
ceous implantation and appearance of lesions 
is usually very long, in one recorded instance 
45 years.' Therefore, a history of associated 


_ trauma is many times not obtained. The 


rarity of this disease has precluded extensive 
compilation of material by any single ob- 
server. This paper will give a brief outline 
of its characteristic features, based on a 
study of the available literature, discuss diag- 
nostic methods and differential diagnosis, 
and report a new case. 


CHARACTERISTIC FEATURES 


In all reported cases there has been a 
history of trauma involving some siliceous 
substance, followed by normal or delayed 
healing of the wound. The interval of latency 
has varied from 2 to 45 years, with an 
average of 15 years. The onset of lesions is 
rather abrupt. They usually attain full de- 
vélopment.in a few months. Lesions invari- 
ably appear at the exact sites of injury, often 
in scars, a fact of diagnostic significance. 
Clinically, they may be erythematous papular 
skin lesions or nodular lesions located in the 
dermis or subcutaneous tissue. Microscopi- 
cally, all lesions show tubercle formation 
without caseation, epithelioid and Langhans’ 
giant cells, and anisotropic crystalline ma- 





From the Division of Dermatology, Department 
of Medicine, Stanford University School of Medi- 
cine, San Francisco. 


terial lying free in tissue or within giant 
cells, or both. Generally, a few lymphocytes 
are scattered throughout sections, but they 
are seldom if ever arranged in a definite zone. 
No acid-fast bacilli can be demonstrated in 
lesions. 

Silicon is a nonmetallic element occurring 
in nature chiefly as silicon dioxide and as 
silicates. The term “silica” refers specifically 
to silicon dioxide. Causative agents in re- 
ported cases of traumatic silicon granuloma 
fall into several classifications of silicon com- 
pounds. Although these are found in nature 
in mixtures, sand, the implanted material 
in two cases * ; soil,f and flint * consist chiefly 
of silicon dioxide. Slate t and gravel § are 
crystalline mineral silicates. Glass, respon- 
sible for three of King’s cases,'° cement, and 
brick * are fused amorphous silicates. No 
correlation can be made between the degree 
of pathogenicity of a particular compound 
and the severity of reaction or length of 
latent interval in human traumatic silicon 
granuloma of the skin. Other factors—par- 
ticle size, exact chemical composition, quan- 
tity and dispersion of the foreign material— 
influence the reaction. Coal, the offending 
material in one of Ayres’s cases,® contains 
small amounts of silicon. Coal has been found 
to enhance the biologic action of quartz in 
tissue. 


METHODS OF IDENTIFYING CRYSTALLINE 
MATERIAL IN LESIONS 


There is no simple method of establishing 
positive proof of the presence of inorganic 
silicon in biopsy sections of traumatic sili- 





* References 2 and 3. 
+ References 4 and 5. 
t References 7 and 8. 
§ References 8 and 9. 
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con granuloma. In one case’ dissection of an 
excised lesion yielded crystals large enough 
for chemical and petrologic analysis, and 
definite identification was made. Of the meth- 
ods of analysis used in other reported cases 
in which material was minute in quantity, 
none are conclusive, but any or all can 
furnish strong evidence to aid the diagnosis. 

Polarized Light——Sections from all sar- 
coid-like lesions should be examined under 
polarized light. Silicon, however, is not the 
only anisotropic substance. Cholesterol, cho- 
lesterol esters, the lipids of xanthomas and 
of Hand-Schiiller-Christian disease, and par- 
ticles found in foreign body granuloma and 
in histiocytoma are also doubly refractile.'* 
It is impossible to distinguish such particles 
from siliceous crystals by means of polarized 
light. 

Chemical Analysis —Shattock * boiled sec- 
tions in strong nitric acid to dissolve organic 
matter and recovered “fine glass particles” 
which retained the exact microcharacteristics 
they presented in tissue. Aytes and associ- 
ates * found that crystals remained in sec- 
tions after treatment with 5 and 38% hydro- 
chloric acid, but disappeared after the use 
of 48% hydrofluoric acid. This test is not 
specific, but the result does give some evi- 
dence of the presence of silicon. 

Microincineration.**—This is not practical 
where there is a paucity of crystalline ma- 
terial on the slide. Loss during cutting and 
washing with hydrochloric acid frequently 
leads to unsatisfactory results, and the test 
is only qualitative. 

Spectroscopic Analysis—This will show 
dense silicon lines in some instances. Since 
normal skin contains silicon, the presence of 
exogenous silicon is difficult to establish by 
this means. 

Roentgen Absorption Spectrography.—In 
Sweden, Arne Engstrom ** has developed a 
microdissection technique, used in conjunc- 
tion with quantitative analysis by means of 
roentgen absorption spectrography. This 
method provides absolute proof of the nature 
of a single crystal lying free in a granuloma- 
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tous tissue section, or within a single giant 
cell. It is not generally available in this coun- 
try, except at a few research centers. 


DIFFERENTIAL DIAGNOSIS 


In differentiating silicon granuloma of the 
skin from cutaneous manifestations of sar- 
coidosis, it should be remembered that the 
former is always a localized disease. A diag- 
nosis of silicon granuloma should be con- 
sidered in any case in which there is a 
history of trauma, an interval of latency, and 
lesions appearing only at the injured sites, 
especially in scars. In a few of the 24 necrop- 
sied cases of systemic sarcoidosis studied by 
Barrie and Bogoch,?* doubly refractile crys- 
tals were found. That these were silica was 
suggested by the presence of silicotic lesions 
elsewhere. Olaf Refvem** found optically 
active crystals not considered to be Schau- 
mann-Boeck or asteroid bodies, in 4 out of 
100 cases of Boeck’s sarcoid. These data 
indicate the, possibility that silicon granuloma 
of the skin may be present in association with 
systemic sarcoidosis. The Schaumann-Boeck 
bodies frequently seen in lesions of sarcoido- 
sis are easily differentiated from siliceous 
crystals by their laminated configuration and 
the fact that they stain blue with hematoxy- 
lin.* Asteroid bodies have a stellate shape in 
contrast to the varying shapes of silicon 
crystals. 

The fact that no acid-fast bacilli can be 
demonstrated in lesions does not serve to 
eliminate tuberculosis in differential diag- 
nosis. Tuberculin reactions are unaffected by 
the presence of silicotic lesions. Silicon has 
been shown to be nonantigenic.’* Silica 
experimentally injected into subcutaneous 
tissues of rabbits rendered those tissues par- 
ticularly vulnerable to localization and pro- 
liferation of human tubercle bacilli.17 Wells 
and Goldsmith’s patient® showed signs 
highly suggestive of tuberculosis, but granu- 
lomatous lesions appeared only in scars from 
a fall on gravel 12 years previous to their 
development. Silicotic lungs are known to be 
increasingly vulnerable to tuberculosis, as 
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evidenced by the high incidence of miner’s 
phthisis. It is plausible that cutaneous tuber- 
culosis and silicon granuloma of the skin may 
also exist concomitantly. 


The nodular lesions of silicon granuloma 
may be clinically compatible with those of 
other foreign body granulomas, keloids, nod- 
ular syphilids, early lesions of deep fungus 
infections, benign connective tissue tumors, 
lipoma, sarcoma, and metastatic carcinoma. 
The small purplish papular lesions may 
closely resemble lesions of lichen planus, 
particularly when found in linear arrange- 
ment in a scar. All these clinically similar 
conditions can be eliminated by microscopic 
examination of tissue. 


Post-traumatic beryllium granuloma of the 
skin is analogous to silicon granuloma in all 
respects except precedence by trauma in- 
volving broken fluorescent bulbs. Bulb coat- 
ings are made of zinc manganese beryllium 
silicate. Grier and associates '* reported two 
cases wherein the lesions under ultraviolet 
light showed a fluorescence of zinc silicate. 
This suggests that silicon may play an 
equally active role in the development of 
sarcoid-like lesions caused by contact with 
broken fluorescent bulbs.*® 


REPORT OF A CASE 


Mrs. A. M., an English-American woman, aged 
23, was first seen on Jan. 23, 1952, presenting an 
eruption in scars on both knees. The eruption had 
appeared one month previously, shortly after she 
had stopped nursing her 4-month-old baby. In 
1940, this patient had fallen on a gravel playground, 
abrading her knees. The wounds were bandaged 
by a school nurse, and healed in about three weeks, 
with scarring. The patient could recall no other 
injury to her knees. There was no history of 
contact with broken fluorescent bulbs. 

The eruption, which was confined to the exact 
sites of scars from the fall 11 years previously. 
consisted of nontender, firm, erythematous papular 
lesions. They were slightly raised above the level 
of the skin, irregular in outline, confluent in some 
areas and linear in others. A surgical scar on the 
cheek was unaffected. General physical examination 
gave essentially normal results. She appeared to 
be in excellent health. 


Histologic examination of a specimen taken for 
biopsy on Jan. 23, 1952, showed a sarcoid-like 
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Fig. 1—Section from left knee showing diffuse 
infiltration of epithelioid and Langhans’ giant cells, 
with only a few lymphocytes scattered throughout 
the field. 


reaction of epithelioid and Langhans’ giant cells 
in the upper part of the cutis (Fig. 1). Scattered 
throughout the sections were small, irregularly 
shaped crystalline particles (Fig. 2), a few of 
which were engulfed by giant cells. These crystals 
were doubly refractile under polarized light. No 
acid-fast bacilli were found. 

Histoplasmin and coccidioidin reactions (Jan. 
23, 1952) were negative. Mantoux reactions were 
negative with a dilution of 1:1000, but positive with 
a dilution of 1:100. This patient had been given 
periodic Mantoux tests after entering nurse’s train- 
ing in 1948. Reactions had been consistently nega- 
tive with a dilution of 1:1000 until October, 1950, 
when the first positive reaction was seen. Roentgen 
examination of the chest at frequent intervals 
following development of this positive reaction did 
not reveal any pathologic pulmonary condition. 

A roentgenogram of the chest was made on Feb. 
1, 1952. At this time there seemed to be a sug- 
gestion of left hilar enlargement, which was con- 
sidered equivocal, since it was not confirmed by 
repeated examination two and six months later. 
The sedimentation rate of erythrocytes and results 
of complete blood examination were all within 
normal limits. A Wassermann ‘test elicited a nega- 
tive reaction. 

No treatment was given. By June, 1952, six 
months after the initial dermatologic examination, 
the lesions had regressed spontaneously, leaving 
only a copper-colored pigmentation. 





Fig. 2.—Two crystals surrounded by epithelioid 
cells. In sectioning, the crystals were pushed to 
one side, leaving a clear space. 
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COMMENT 


Since pathogenic compounds of silicon may 
vary widely, the term “silicon granuloma” 
seems most appropriate for this disease. 
Authors have used various terms, including 
“pseudotuberculoma _ silicoticum,”|| “post- 
traumatic sarcoid-like lesions,’ 1° and “sar- 
coid after injury.” ° In my opinion, the term 
“foreign body granuloma” should be_ re- 
stricted to histologic structures comprising 
an infiltration of lymphocytes, plasma cells, 
and foreign-body giant cells (granulomas 
caused by hair, keratin, paraffin, etc.). By 
contrast, silicon granuloma exhibits epithe- 
lioid cells as a most prominent feature; its 
giant cells are of the Langhans type, and 
comparatively few lymphocytes are present. 

Crystals thought to be siliceous have been 
found in sections of sarcoidosis and tubercu- 
losis in a few reported studies, and coexist- 
ence of these diseases with silicon granuloma 
of the skin might be explained by lowered 
local resistance to implanted silicon. How- 
ever, it is more likely that crystals seen in 
sarcoidosis and tuberculosis were cholesterol 
or other organic lipids, rather than silicon. 
No clear distinction can be made under polar- 
ized light alone without histochemical analy- 
sis. 

No great amount of weight can be attached 
to the diagnostic value of the tuberculin re- 
action in sarcoidosis. It is supporting evi- 
dence only. This particular case was unique 
in that a record of previous tuberculin re- 
actions over a period of years was available. 
No other case reports studied have had these 
data, They show that the patient’s tuberculin 
reaction changed from negative to positive 
during nurse’s training without development 
of clinical or roentgenologic evidence of tu- 
berculosis. After development of the silicotic 
lesions, a stronger dilution of old tuberculin 
(1:100) was required, but her reaction re- 
mained positive. No true anergy had de- 
veloped. 

Most lesions in reported cases of silicon 
granuloma have been excised. The lesions in 
Ginsberg and Becker’s case * were papular, 





|| References 2, 6, 7, and 20. 
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and regressed under antibiotic therapy, which 
may or may not have been responsible. Ster- 
oid therapy is effective in delaying the phago- 
cytosis of quartz?’ and would delay the 
epithelioid cellular response, which is the 
body’s attempt to isolate the foreign agent. 
The spontaneous regression of the lesions in 
the case herein reported is perplexing. I 
believe the implanted material was exceed- 
ingly small in amount. Cellular elements, 
when the lesions flared, were responsible for 
the granuloma. A point was finally reached 
when cellular elements were expended and 
the foreign agent was effectively isolated in 
fibrous tissue. 

Kaplan’s cases of granuloma due to AIl- 
parene No. 2 (a substance consisting of cal- 
cium fluoride and silicon dioxide) injected 
for treatment of hernia ** should serve as 
a warning against deliberate implantation of 
any siliceous compound in human tissue. The 
so-called “sandpaper” treatment of acne scars 
should be approached with caution. Emery, 
the chief substance used by dermatologists 
for this purpose, has been found to contain 
11.5% of optically active aluminum boron 
silicate and small percentages of silicates of 
the mica group. Therefore, emery paper is 
potentially dangerous. 


SUMMARY AND CONCLUSIONS 


The characteristic features of silicon gran- 
uloma of the skin are as follows: a history of 
trauma involving some siliceous substance, 
a long latent interval, and appearance of 
papular or nodular lesions at the exact sites 
of injury, often in scars. Microscopically, all 
lesions show a typical sarcoid reaction, with 
doubly refractile crystalline material demon- 
strable under polarized light. 

Cholesterol, cholesterol esters, and other 
organic lipids are also doubly refractile under 
polarized light, and cannot be distinguished 
from siliceous crystals by this means. 

Conclusive proof of the siliceous nature of 
anisotropic crystals seen in sections can be 
established by means of microdissection and 
roentgen absorption spectrography. 

In diagnosis, sarcoidosis and tuberculosis 
must be ruled out by concomitant systemic 
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findings. However, silicon granuloma may be 
present in association with either of these 
diseases. 

It is suggested that silicon may play an 
active role in the development of granuloma 
from traumatic contact with broken fluores- 
cent bulbs. 

A case of traumatic silicon granuloma of 
the skin with papular lesions which subsided 
without treatment is reported. This case was 
unusual in that a record of previous tubercu- 
lin reactions over a period of years was 
available for study. It revealed that the 
patient’s tuberculin reaction was not appreci- 
ably affected by development of the silicotic 
lesions. 


1120 Montgomery Drive. 
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2. Hydroxystilbamidine 


Observations in Two Cases 


THOMAS E. REICHELDERFER, M.D. 
EUGENE S. BERESTON, M.D. 

and 

MAURICE SULLIVAN, M.D., Baltimore 
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Since the report of Schoenbach and asso- 
ciates? on the use of stilbamidine in the 
treatment of blastomycosis, the diamidine 
group of drugs has been investigated for 
their therapeutic effects against various fun- 
gus infections.’ Stilbamidine is a relatively 
unstable and toxic drug and is not acceptable 
as an experimental drug for the dermatomy- 
coses. Recently * there was elaborated a more 
stable, related compound, 2-hydroxystilbam- 
idine, which is less toxic than, and equally 
as effective as, its predecessor stilbamidine. 
Favorable results have been reported with 
its use not only in blastomycosis but also in 
histoplasmosis, coccidioidomycosis and leish- 
maniasis.t The incidence of kidney, liver, 
and hemopoietic effects seen after stilbam- 
idine have been absent with 2-hydroxystil- 
bamidine.t There has been one doubtful 





2-Hydroxystilbamidine was furnished by The 
Wm. S. Merrell Company. 

From the Division of Dermatology, Department 
of Medicine, Johns Hopkins University School of 
Medicine. 

This investigation was supported in part by the 
Medical Research and Development Board, Office 
of the Surgeon General, Department of the Army, 
under Contract No. DA-49-007-MD-153, and The 
Wm. S. Merrell Company, Cincinnati. 

* References 5 and 6. 

+ References 2 and 6 and Snapper, I.: Personal 
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report of fifth nerve neuropathy with 2- 
hydroxystilbamidine in 125 cases treated with 
the drug. In this patient there was a question 
of whether stilbamidine or 2-hydroxystil- 
bamidine had been used.§- Snapper and 
associates * have shown that the drug is de- 
posited in sweat glands, epithelium, sheaths 
of hair, and subcutaneous nerve bundles. 
Once deposited in tissues 2-hydroxystilbam- 
idine remains for months. In vitro studies ® 
disclose that Microsporum audouini is sensi- 
tive to this compound. 

Tinea capitis due to M. audouini has long 
been a difficult disease to treat except by 
x-ray epilation, which, for a variety of rea- 
sons, is not the most desirable type of 
therapy. Local fungicides in this condition 
have been successful to a degree (70% cures 
in three to six months of therapy with the 
chlorinated salicylanilides.® In view of the 
desirability of a better method of therapy for 
this disease and because of the apparent lack 
of toxicity of 2-hydroxystilbamidine as well 
as its antifungicidal effects plus its property 
of being deposited in the hair sheaths, we 
decided to use 2-hydroxystilbamidine in tinea 
capitis due to M. audouini. A pilot experi- 
ment was planned. We anticipated treating 
six patients. After two patients were treated 
we were informed by Dr. G. Morson of the 
Merrell Company that there were unpub- 
lished reports || of the toxicity of 2-hydroxy- 
stilbamidine. The experiment was therefore 
abandoned, but the data amassed in the two 
cases treated is considered valuable to in- 
vestigators in this field and is therefore pre- 
sented. 





§ Morson, G. (Wm. S. Merrell Company) : 
Personal communication to the authors. 

|| Morson, G.: Personal communication to the 
authors. 





















TINEA CAPITIS—2-HYDROXYSTILBAMIDINE 


Patients who had tinea capitis due to M. 
audouini, which had been proved by culture, 
fluorescence, and dermatologic examination, 
and who had proved refractory to local ther- 
apy were selected for the treatment with 
2-hydroxystilbamidine. Upon admission to 
the hospital they had a complete physical 
examination, including blood count, sedi- 
mentation rate, urinalysis, serologic test for 
syphilis, and tuberculin test. After the lesions 
on the scalp were photographed and cultured, 
the head was shaved and washed with mild 
soap every two days. 2-Hydroxystilbamidine 
was freshly prepared with sterile water and 
given intramuscularly. It was given in single 
doses of 1.5 mg. per kilogram of body weight 
a day for six days. While on therapy patients 
received a low protein and purine type diet. 
Phenolsulfonphthalein and sulfobromophthal- 
ein excretion tests, as well as determina- 
tions of the nonprotein nitrogen, total serum 
protein, albumin-globulin ratio, thymol tur- 
bidity, cephalin flocculation, and_ bilirubin, 
were done before and immediately after 
treatment. The physical examination, blood 
count, hair culture, and urinalysis were re- 
peated on discharge from the hospital. One 
month later the children were seen in the 
outpatient service. Physical examination, hair 
culture, urinalysis, and blood count, as well 
as determinations of the nonprotein nitrogen, 
thymol turbidity, cephalin flocculation, bili- 
rubin, total serum protein, and albumin- 
globulin ratio, were repeated at that time. 
The children were also followed in the der- 
matologic clinic at monthly intervals follow- 
ing discharge. 


REPORT OF CASES 


J. P. (B-09996), a 6-year-old white boy, had tinea 
capitis for six months prior to admission. The 
child’s physical examination was entirely negative 
except for an area of alopecia with short, brittle, 
lusterless, broken hairs, and white scales about 
2.5 cm. in diameter on the occiput. Hairs in the 
plaque exhibited a brilliant green fluorescence under 
the Wood’s light and yielded a positive culture of 
M. audouini. The infection had been refractory to 
local therapy. 


The scalp was shaved and cleansed every other 
day with mild soap and water. The child received 
intramuscularly 1.5 mg. of fresh 2-hydroxystilbami- 


dine per kilogram of body weight a day for six 
days. No untoward effects were noted at the site 
of, or from, the injections. After treatment there 
was no indication of renal or hepatic damage as 
evidenced by alteration of the physical examination, 
phenolsulfonphthalein excretion, nonprotein nitro- 
gen, cephalin flocculation, thymol turbidity, bilirubin, 
sulfobromophthalein excretion, total serum protein, 
albumin-globulin ratio, blood count, and urinalysis. 
There was no fifth nerve neuropathy immediately 
after treatment or two months later. 

After treatment with 2-hydroxystilbamidine, the 
lesion showed red fluorescence of the scalp hairs 
intermingled with green fluorescence of the infected 
hairs. Culture of the hairs remained positive for 
M. audouini. Gradually, the red fluorescence dis- 
appeared in four weeks, but the portion of the 
hairs just above the follicular orifices and in the 
follicles retained the green fluorescence for two 
months; in the third and fourth month it became 
white. M. audouini was cultured at one month, 6 
weeks, 8 weeks, and 12 weeks. At 16 weeks cultures 
were negative. At 20 weeks the child was clinically 
well and culturally negative. 

A. D. (A-45023), an 8-year-old Negro boy, had 
tinea capitis for five months prior to admission. 
There was itching and progressive loss of hair over 
the scalp. He had been seen in the “Ringworm 
Clinic” on several occasions but had failed to re- 
spond when treated with the various topical medi- 
cations. 

The physical examination was negative with the 
exception of enlarged tonsils. Covering three- 
fourths of the scalp were areas of alopecia 2 to 3 
cm. in diameter, in which there were short, brittle, 
broken-off hairs, and small white scales. The 
infected hairs exhibited bright green fluorescence 
under the Wood’s light and M. audouini was 
cultured from them. 

At the onset of treatment the scalp was shaved 
and washed on alternate days with mild soap. The 
boy received fresh 2-hydroxystilbamidine, 1.5 mg. 
per kilogram of body weight per day intramuscularly 
for six days. There were no untoward effects from 
the drug. Following treatment there was no altera- 
tion of kidney or liver function on physical exam- 
ination; phenolsulfonphthalein excretion, nonprotein 
nitrogen, thymol turbidity, bilirubin, total serum 
protein, albumin-globulin ratio, cephalin floccula- 
tion, sulfobromophthalein excretion, blood count, 
and urinalysis were also unchanged. There were 
no neurotoxic effects following treatment, or two 
months afterwards. Culture for M. audouini re- 
mained persistently positive every two weeks for 
three months. After treatment fluorescence of the 
scalp was at first reddish with whitish-green hairs. 
Four weeks after treatment was stopped the redness 
disappeared, but the green fluorescence of the hairs 


463 











persisted under the Wood’s light. Green fluorescence 
is still present four months after treatment was 
completed, and cultures are still positive. 


COMMENT 


Two children with tinea capitis due te 
M. audouini were treated with 2-hydroxystil- 
bamidine on the assumption that 2-hydroxy- 
stilbamidine would not manifest toxicity 
similar to that which has been reported in 
patients treated with stilbamidine. No evi- 
dence of kidney, liver, hemopoietic, or neuro- 
logic damage resulted in the two children 
thus treated. The infection in one of the 
children apparently responded slowly to ther- 
apy with this drug. However, it must be 
emphasized that spontaneous involutions oc- 
cur in some patients with tinea capitis. A 
favorable response in one case is not sig- 
nificant. Inasmuch as tinea capitis is a rela- 
tively mild nonfatal disease, it is not justi- 
fiable to risk the possibility of fifth nerve 
involvement with 2-hydroxystilbamidine for 
the sake of obtaining additional data. The 
significant observations in these cases are 
that the drug was well tolerated and in the 
future such information will be of value in 
the event that investigators wish to treat 
children infected with blastomycosis, coccidi- 
oidomycosis, or any of the “deep fungus” 
infections. 

Curtis and his group” are investigating 
numerous compounds similar to stilbamidine, 
such as the nitrostyrenes. It is likely that 
some of these compounds will be much less 
toxic than stilbamidine or 2-hydroxystilbam- 
idine and will be applicable to the tinea capitis 
problem. The observation that 2-hydroxy- 
stilbamidine or a product of it is excreted in 
the scalp hairs indicates that drugs of this 
type may be delivered to the hair when ad- 
ministered parenterally. 


SUMMARY 
Two children with tinea capitis due to 
Microsporum audouini were treated intra- 
muscularly with 2-hydroxystilbamidine 1.5 
mg. per kilogram of body weight for six 
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days. The drug was well tolerated, and no 
renal, hepatic, hemopoietic, or neurotoxic 
dysfunction was encountered. In one patient 
the infection slowly resolved five months 
after treatment. Treatment was a failure in 
the second case. Treatment of tinea capitis 
with 2-hydroxystilbamidine is not recom- 
mended. The drug should be reserved for 
the more serious fungus infections because 
of the reported associated fifth nerve neu- 
ropathy. 
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Cutaneous Metastases to Scalp 


BENCEL L. SCHIFF, M.D., Pawtucket, R. I. 
HUNAN LUTUT TU 


Although metastatic carcinoma to the scalp 
from malignant tumors of internal origin and 
of the breast has been described in the der- 
matological literature, rarely has cutaneous 
metastasis been reported originating from a 
primary neoplasm of the testis. Friedman 
and Moore," in reviewing 922 cases of tumors 
of the testis, failed to mention the occurrence 
of metastases to the skin. Credit for the first 
report in this country is given to Murrell 
and Pepple,? who in 1948 reviewed a case 
of malignant chorioma with cutaneous me- 
tastases to the scalp, abdominal wall, and 
right inguinal fold. 

The importance of early recognition and 
diagnosis of metastatic lesions has been am- 
ply emphasized by Montgomery.*® He pointed 
out that frequently in the past the sudden 
development of solitary or multiple discrete 
nodules or tumors in the scalp received too 
little attention. He further noted that it is 
often possible to approximate the site of the 
primary neoplasm from the histologic char- 
acteristics of the metastatic lesions in the 
skin, even before signs of the primary tumor 
have become manifest. 


The present report is concerned with two 


recently observed cases of scalp metastases 
from seminoma. 





Instructor in Dermatology, Boston University 
School of Medicine (Herbert Mescon, M.D., Chair- 
man of the Department). From the Department of 
Dermatology and the Tumor Clinic, Pawtucket 
Memorial Hospital. 


REPORT OF CASES 


Case 1.—G. J. G., a 35-year-old white man, was 
admitted to the Pawtucket Memorial Hospital on 
April 30, 1952, complaining of painless swelling of 
the left testis of eight months’ duration. Physical 
examination was negative except for the left testis, 
which was greatly enlarged, stony hard, and 
slightly tender. 

Left orchiectomy was performed on May 8, 1952, 
and the pathological diagnosis was seminoma. After 
surgery the patient received 3600 r in air to the 
retroperitoneal areas, through each of five ports, 
and therapy was completed in July, 1952. On July 
23, 1953, a roentgenogram revealed a large tumor 
in the superior mediastinum, and further x-ray 
therapy was instituted. The patient was seen at 
the tumor clinic on Jan. 18, 1954, complaining of 
the sudden appearance of “tumors” in the scalp 
which had appeared during the previous four weeks. 
Examination revealed the entire scalp to be studded 
with cystlike tumors (Fig. 1), ranging from 5 to 
12 cm. in diameter. They were freely movable, 
moderately firm, and not attached to the skin. The 
overlying epidermis was thinned and of violaceous 
color. No alopecia or tenderness was evident. The 
rest of the body showed no other cutaneous lesions. 

A tumor was removed for biopsy, and the histo- 
logical picture was that of seminoma (Fig. 2). 
Slides were compared with those from the original 
testicular tumor and they appeared identical. X-ray 
treatment to the scalp was instituted, and all 
tumors involuted completely within three weeks. 

On May 26, 1954, the patient became weak, com- 
plained of generalized tenderness, and was again 
admitted to the hospital. He later developed skeletal 
metastases and intestinal hemorrhages and died in 
August, 1954. 

Case 2.—H. B., white man, aged 26, was seen 
in February, 1953, presenting tumors involving the 
entire scalp. He stated that the lesions appeared 
painlessly about three months before and had 
gradually been increasing in size. The past history 
was without significance. Physical examination 
revealed the entire scalp to be dotted with nodules 
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Fig. 1—Metastatic tumors from primary_carci- 
noma of the testis limited to the scalp. Larger 
tumors are indicated by arrows. 


and tumors ranging from 2 to 5 cm. in diameter. 
The overlying skin showed thinning, but no alopecia 
was present. The lesions were freely movable, 
moderately firm, not attached to the skin, and 
nontender. 

A nodule was excised, and the section showed 
the histology to be consistent with seminoma. The 
‘patient was then reexamined, and the left testis 
was found to be slightly enlarged, with a nodule 
in its lower pole. Questioning revealed that the 
patient had no knowledge of the testicular involve- 
ment. 

Laboratory findings: Blood count and urinalysis 
were normal. Aschheim-Zondek test was negative. 
An excretory urogram, chest roentgenogram, and 
gastrointestinal series were negative. 

In March, 1953, a left orchiectomy was per- 
formed, and the tumor proved to be seminoma. The 
patient made a good recovery, and was given x-ray 
therapy, consisting of 3600 r in air to the retro- 
peritoneal areas. Therapy was completed in May, 
1953. To date the patient has been observed for 
18 months and has shown no evidence of metastases 
on physical examination or by x-ray. He is em- 
ployed, and appears to be in good health. 


COMMENT 


Cutaneous metastatic tumors to the scalp 
alone are extremely rare. It would appear, 
however, that the scalp is a favored site of 
metastasis from primary cancer of the genito- 
urinary tract, this metastasis as a rule being 
caused by dissemination through the blood 
stream. The literature contains several con- 
firmatory case reports. 

Ronchese * reported a case of unusually 
extensive metastases to the scalp from a car- 
cinoma of the prostate, with practically no 
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involvement of the rest of the cutaneous sur- 
face. Fay and Henry® reported a case of 
subcutaneous metastatic nodule of the scalp 
from a hypernephroma. Multiple metastatic 
tumors on the scalp from a hypernephroma 
are mentioned by Sutton and _ Sutton.* 
Gates,” in reporting 13 cases of renal carci- 
noma metastasizing to the skin, stated that 
in 4 cases the scalp alone was the site of 
metastasis. 

Metastasis, in general, remains an un- 
solved riddle, and even more obscure are 
the factors influencing the location and mode 
of distant spread. Gates advanced the theory 
that the high vascularity and comparative 
immobility of the scalp may favor the local- 
ization of metastasis in this region. In this 
connection, it is interesting to note the ob- 
servation by Cutler, Buschke, and Cantril,® 
who state: “The selection of metastatic sites 
which certain tumors seem to exhibit cannot 
be explained by anatomic consideration alone, 
but must have some relation to the biologic 
affinity ef certain forms of growth for a 
particular soil.” Fay and Henry® studied 
the relation of the temperature of the body 
to metastasis, and particularly of the temper- 
ature of the skin in certain parts of the body. 
They suggested that metastases are favored 
by warmth, and the head and neck were 
found to be the warmest parts of the body. 
More recently, Mohs and Lathrop ® stated 
that some cancers show a peculiar affinity for 
some specific tissue structure, which they 
follow selectively for unexpectedly great dis- 
tances. 


Fig. 2—Low-power photomicrograph of section 
from metastatic seminoma of the scalp. 




















TUMORS OF TESTIS—SCALP METASTASES 


Cutaneous metastatic lesions of the scalp 
show no characteristic clinical appearance 
and can easily be confused with various other 
scalp neoplasms such as sebaceous cysts, 
cylindromas, and carcinomas of the dermal 
appendages. However, their sudden develop- 
ment and their rapid increase in size may be 
helpful clues. Nevertheless, the final diag- 
nosis rests with the histologic study. Mont- 
gomery and Kierland,’® in discussing cutane- 
ous metastasis, fully covered this subject. 

Current belief notwithstanding, cutaneous 
metastasis is not a precursor of imminent 
death, but may precede the terminal event 
by years (e. g., Case 2). This would confirm 
the findings of Gates, who states that skin 
metastasis is of limited value in prognosis, 
since it does not necessarily indicate rate of 
growth of the primary tumor. 


SUMMARY 


Two cases of testicular tumor, with cu- 
taneous metastasis limited to the scalp, are 
reported. In one case, the metastatic tumor 
of the scalp was the first clue to the presence 
of a primary malignant tumor in the testis. 

Factors influencing localization of distant 
metastases are discussed. 

The metastases showed marked radiosensi- 
tivity. 

251 Broadway. 
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PB. ial Albbinism 


NADINE G. SMITH, M.D. 
and 
JEANETTE SCHULZ, M.D., Minneapolis 


UNH AE 


Partial albinism is inherited as a dominant 
Mendelian characteristic. It consists of 
patches of depigmentation and usually a 
white forelock. There is confusion about the 
disorder and its relation to vitiligo. Dermato- 
logic texts discuss this clinical picture with 
universal albinism and fail to draw a clear 
distinction between the two. The latter is 
usually a recessive trait in which there is a 
melanin deficit in the retina, iris, and hair, 
in addition to the skin. There are frequently 
other associated congenital abnormalities in 
total albinism but not in partial albinism. 
Universal albinism is much more common 
than the partial variety. The term vitiligo 
should not be applied to partial albinism al- 
though microscopically they cannot be differ- 
entiated. The former is by definition an 
acquired depigmentation. Vitiliginous lesions 
have hyperpigmented borders and frequently 
change in size, features which are not present 
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in piebaldism. In the literature there is a 
variety of synonyms for partial albinism: 
local albinism, albinoidism, congenital achro- 
mia, congenital leucoderma, congenital vit- 
iligo, poikilochromia alba, white spotting, 
and piebaldism. For localized canities various 
authors have used poliosis circumscripta, 
white blaze, and white forelock. We agree 
with Cooke that the term partial albinism, 
though somewhat inaccurate, simplifies the 
nomenclature. 


Without doubt the most remarkable facet 
of partial albinism is it genetic implications. 
At one time Karl Pearson proposed that, if 
a pure race and a mixed race crossed, a hy- 
brid resulted with varying degrees of pig- 
mentatior. This idea has since been refuted, 
and according to Jahr the trait is due to a 
“dominant gene with complete penetrance. 
Once the trait is lost in an offspring, it does 
not reappear.” In reviewing the 23 families 
with the characteristic condition reported to 
date, Cooke found that 53.2% of the 769 
children whose parents were affected also 
manifested the trait. We consider our cases 
to represent the 25th family reported and 
the 6th American family. Three of the six 
American families have been Negro. There 
have been reports of partial albinism in the 
literature since 1697, many of which may 
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Fig |. Family M. 


Fig. 1.—Pedigree of the M. family, showing 22 of the 43 known members with partial albinism. 
W designates those persons with a white forelock, and S those with only minimal white spotting. 
The squares represent male, and the circles, female, members. 
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PARTIAL ALBINISM 





Fig. 2—The white forelock in III-25 is present 
in the majority of the affected members of this 
family. 


well have been cases of vitiligo. Cooke com- 
piled an excellent table of all the authentic 
cases reported in the world literature. 

There is a painting in the Paris Museum 
by Le Masurier of a mulatto aged 2 years 
with the white forelock and white spotting 
of partial albinism. The figure was a case 
described by Dr. John Morgan in 1786. 

Figure 1 shows how the trait has been 
transmitted through four generations of the 
family reported here. The original case lived 
in Germany, but the rest have been natives 
of the United States. Of the 31 offspring of 
which we have a record, 18 have manifested 
the characteristic in varying degrees. We 
have designated the letter W for all those 
with the white forelock and the letter S for 
those persons with minimal white spotting. 

The clinical findings of the various cases 
which have been reported show relatively 
little variation. The depigmented areas are 
located most commonly on the anterior part 
of the thorax and abdomen. The back is 
usually not affected. The extremities are 
rather frequently involved, although there is 





a tendency to spare the hands, feet, and 
wrists. The lesions are generally more nu- 
merous on the medial than the lateral surfaces 
of the thighs, and this was true in one of 
our two cases. A triangular or diamond- 
shaped area of depigmentation may extend 
from the bregma to the base of the nose. 
Rarely the medial portions of the eyebrows 
are depigmented either unilaterally or bi- 
laterally. The most striking feature, espe- 
cially when it is prominent, is the white fore- 
lock overlying a depigmented area on the 
scalp. This is said to be present in all but 
10% to 20% of cases. When the white fore- 
lock is absent, a diagnosis is not as readily 
apparent. The face is usually not involved 
except for the triangle on the forehead and 
an occasional extension from the neck. The 
over-all involvement is bilateral but not 
necessarily symmetrical. Sex plays no role 
in the process, and the lesions are present 
from birth. There are no cutaneous alter- 
ations other than the loss of pigment, which 
is unchanging. Cromwell further divides the 
group into piebalds and ‘spotlings on the 


Fig. 3—The unusual feature of hyperpigmented 
spots is demonstrated in this photograph of the 
proposita (III-25). 














Fig. 4.—The daughter (IV-39) of the proposita 
(III-25) shows wider bands of depigmentation. The 
white forelock is just barely visible. 


basis of clinical findings. Persons who ex- 
hibit very few or indistinctly depigmented 
areas fall into the latter group. The piebald 
has most or all of the areas involved to which 
we have referred above. Piebalds are more 
rare than spotlings, according to Cromwell. 
In our family there are all degrees of varia- 
tion, and it is impossible to divide the cases 
into these two categories. 


REPORT OF CASES 


CasE 1 (Figs. 2 and 3).—Mrs. E. M., aged 35 
years, was examined in November, 1954, after the 
birth of her second child. She gave her family his- 
tory at that time as best she could. She also testi- 
fied to the fact that her cutaneous findings and 
white forelock were present at birth and had not 
changed since. Except for avoidance of sunlight, she 
was able to lead a relatively normal life. The most 
remarkable finding on physical examination was 
the presence of the white forelock. This involved a 
triangular area of the hair above the midline of the 
forehead and measured 2 in. (5 cm.) along each 
side. The scalp underneath was difficult to evaluate. 
The depigmentation did not extend to the forehead. 
The face, arms, and back were free of findings. The 
anterior portion of the trunk showed mainly depig- 
mented areas with a few patches of normally pig- 
mented skin in the epigastric region and a triangu- 
lar-shaped area of normal skin below the umbilicus. 
The legs presented a striking picture with alternate 
patches of depigmentation, normal pigmentation, 
and hyperpigmentation. This was most noticeable 
on the posterior and medial aspects of the legs. The 
thighs were relatively clear. The hyperpigmented 
spots varied in size from 0.5 to 2 cm. in diameter. 
There was a large area of normal pigmentation 
above the left knee. The mucous membranes were 
normal. 
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Case 2 (Fig. 4).—Baby M., a white girl, was 
born prematurely Oct. 10, 1954. About one hour 
before delivery, the fetal heart tones were 156 and 
irregular, and the membranes were ruptured at that 
time. The infant was delivered spontaneously, cried 
immediately, and required neither resuscitation nor 
oxygen. The birth weight was 1780 gm. The skin 
was pink, and no abnormalities were noted. Routine 
premature care was given, and the baby was dis- 
charged from the nursery weighing 2810 gm. at 
32 days of age. 

During the second week of the infant’s life, when 
the skin color became less florid, wide bands of 
depigmentation were noted on the abdomen, thighs, 
and legs. A white, right-sided forelock was also 
present. During the following two weeks, the con- 
trast between the normally pigmented and the depig- 
mented skin became more pronounced. No further 
cutaneous changes were observed during the baby’s 
stay in the hospital. 


COMMENT AND SUMMARY 


A family of four generations with partial 
albinism is reported, This trait is inherited 
as a dominant Mendelian characteristic. This 
is the sixth family reported in the American 
literature. The only remarkable feature of 
the two cases is the presence of hyperpig- 
mented spots in the mother. We are not able 
to explain this feature, and, as far as we 
know, this has not been reported elsewhere. 
It is suggested that the use of the term partial 
albinism exclusively will clarify the future 
understanding of this congenital disorder. 
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Infrequent cases have been recorded in the 
literature of a peculiar self-limited affection 
of the newborn, consisting of complete 
envelopment of the infant in a distinct con- 
stricting membrane, likened in appearance 
to collodion or oiled parchment. Prematurity 
is an associated feature, and constriction of 
the membrane produces temporary ectropion, 
eclabium, deformity of the external ears, 
and immobility and edema of the extremities, 
plus pressure ischemia. 

A process of fissuring and peeling of the 
membrane usually begins within the first 24 
hours, and large keratin lamellae are cast off, 
coincident with rapid improvement of. the 
general well-being of the infant. The skin 
underneath, after healing at the site of the 
primary fissure, appears normal, and the 
process is completed in 3 to 10 weeks. 

Desiccation of the membrane is the factor 
that initiates peeling. Abnormal drying of 
the keratin also plays a large part in the 
pathologic physiology of the ichthyotic skin, 
which is recorded as a frequent sequel of 
lamellar exfoliation. Several unusual cases 
in the literature are suggested to be exam- 
ples of lamellar exfoliation associated with 
ichthyosis congenita. The close clinical as- 
sociation and similarities of pathogenesis 
would seem to merit further comparison. 
However, there is no recent review of this 
subject, and confusion of nomenclature and 
classification exists even in some of the more 
recent reports. 

This paper is presented as an attempt to 
establish lamellar exfoliation of the newborn 


as a distinct entity, and to clarify its rela- 





From the Department of Dermatology and 
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tionship to the ichthyosis group. A new case 
is reported, together with a review of all 
previous cases which appear to be examples 
of this anomaly. 


REPORT OF A CASE 


History.—An infant girl of Latin-American ex- 
traction, weighing 2415 gm., was born one month 
prematurely on May 23, 1954, at Parkland’ Hospi- 
tal in Dallas. The mother was a primipara, 17 
years of age, whose prepartum physical examina- 
tion and routine laboratory tests were noncontribu- 
tory. The baby was not legitimate and was aban- 
doned immediately after birth, so no detailed family 
history could be obtained. 


Physical Examination—At birth the infant ap- 
peared to have a severe cutaneous anomaly. The 
skin appeared tight, drawn, and. glistening, and 
looked as if the entire surface had been painted with 
collodion. The ears appeared small and malformed. 
There was a severe eclabium and ectropion with 
edema ; the extremities were limited in mobility and 
showed pitting edema. The hands and feet were 
fixed in extreme flexion, the hands appearing al- 
most claw-like. The nails were normal, and hair 
growth was profuse. Shallow fissures in the skin 
were noted almost immediately after birth and 
appeared transversely across the body and around 
the body orifices. 

The fissures widened and became secondarily in- 
fected; so after 48 hours combined penicillin and 
streptomycin therapy was begun, with local applica- 
tions of an antibiotic ointment. The baby showed 
general malaise and inability to take nourishment. 
Three days after birth peeling began. A tough 
translucent membrane separated in large sheets, 
which, when held to a light, showed the individual 
perforations made by lanugo hairs. It began first 
at the free edges of the previous fissures. The skin 
underneath appeared normal. The extreme con- 
striction of this membrane was best demonstrated 
by manual peeling, for the tissues underneath im- 
mediately relaxed and became mobile, and the 
glabrous skin assumed a more normal contour. As 
the process progressed the general condition of the 
child improved, the ectropion and eclabium sub- 
sided, the ears assumed a more normal configura- 
tion, and the extremities showed a more normal 
range of motion. The edema of the eyelids and 
extremities rapidly disappeared, and the pyoderma 
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Fig. 1—The infant at 2 days of age, showing 
the fissured membrane. Note the severe extropion 
and eclabium, and the edema and clubbing of the 
hands and feet. 
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Fig. 2——Showing the edema and eversion of the 
eyelids, and details of the ear deformity. 


cleared in the areas where the fissures first ap- 
peared. After four weeks the membrane had ex- 
foliated completely except for small bits attached 
to the scalp and extremities. Only a fine super- 
ficial desquamation remained. Routine laboratory 
studies, such as blood count, urinalysis, and sero- 
logical tests, were within normal limits. Both 
mother and child were RH positive. 
Biopsy.—Section of a specimen taken at 2 days 
of age from the right thigh and including a portion 
of the attached membrane showed marked hyper- 
keratosis and some keratotic plugging of the hair 


Fig. 3—At 3 weeks of age, after exfoliation of 
the membrane. The skin shows only a fine desqua- 
mation. 

















follicles. There were a few scattered parakeratotic 
nuclei, but the outlines were large and ovoid, not 
shrunken. Many eosinophilic fibrillae were seen 
in the lower levels of the keratin layer and ap- 
peared to be a disintegration product of these nuclei. 


A definite but poorly developed granular layer 
was present, and the stratum mucosum appeared 
normal. The hair follicles and sweat glands ap- 
peared to be well developed, and there was no in- 
flammatory infiltrate of the corium. No sebaceous 
glands were seen in the sections. 


Subsequent Course.—When last seen, at the age 
of 3 months, the infant showed a _ generalized 
xeroderma. The skin was extremely dry, and there 
was a fine desquamation. This was most marked 
over the extensor aspects of the knees, elbows, and 
wrists, where there was also hyperpigmentation 
and accentuation of the skin lines. This was con- 
trolled by the use of an emollient, and the general 
health was otherwise unaffected. 


REVIEW OF THE LITERATURE 


Cockayne * groups this affection with the 
inherited abnormalities of the skin, but states 
that the mode of inheritance is uncertain, and 
that a distinct erythema and scaliness of the 
skin may persist until the age of 2 years. 

The first case recorded was that of Hal- 
lopeau and Watelet in January, 1892, later 
commented upon by Bowen.? They reported 
a newborn infant covered entirely with a dis- 
tinct pellicle, which began to split within a 
quarter-hour after birth, followed by a mild 
but persistent desquamation. Some degree 
of ectropion was present, and they believed it 
to be an attenuated form of ichthyosis con- 
genita. 

In 1895 Gross and Torok, under the title 
of “Un cas d’exfoliation lamelleuse de 
nouvelle-nés,’ described an identical case, 
again cited by Bowen.” This child survived 
only three days, but the skin, under portions 
of the membrane which had peeled, appeared 
normal. They proposed the name “lamellar 
exfoliation of the newborn,” and this is re- 
tained, as it seems most descriptive and is 
morphologically accurate. 

Bowen? reported a case of his own in 
1895, showing the membrane but no ectro- 
pion at birth, which he followed until the 
child’s death at one year of age. There was 
a prolonged and continuous desquamation 



































































after peeling of the membrane, but the skin 
appeared normal at the time of death. 


Two other cases are cited by McKee and 
Rosen,? one by Carlini in 1895, another by 
Brauns in 1897, both appearing in the Euro- 
pean literature and unavailable to me. 
Ormsby, in his comment on Kingery’s arti- 
cle,t mentions two of his personal cases, one 
which appeared normal after shedding the 
membrane and another which died before the 
process was completed. 

Dean’s case ° showed a “cast-like” exfolia- 
tion of the pellicle, followed by an inter- 
mittent but diminishing desquamation. The 
child was last seen at the age of 2 months. 


Another case was reported by Ecalle and 
Suzor.® It had a well-developed ectropion 
at birth, but appeared normal at 3 weeks 
when the membrane was fully shed. 


A case by Clark * appeared under the title 
of “Ichthylosis.”” The membrane was loosely 
attached at birth, hair was sparse, and the 
distal half of the nailbeds showed no cornifi- 
cation. After the membrane was shed, the 
skin persisted in desquamating, and ichthyo- 
sis appeared at 2 months of age. It was still 
present when the child was last examined, 
at 6 years. It is of interest that two siblings 
were said by the mother to have been born 
encased in a similar membrane, apparently 
associated with severe ichthyosis congenita. 
Both died in early infancy. 

Williamson’s case* developed a_ wide- 
spread ichthyosis vulgaris, beginning a few 
weeks after peeling of the membrane. The 
hair was noted to be very sparse at: birth. 

Bremers, George, and Sunit°® presented 
another case before the Cleveland Derma- 
tological Society as a mild case of ichthyosis 
congenita. The child was premature and 
presented at birth an ectropion and a deform- 
ity of the ears. It showed, after peeling of 
the membrane, a persistent dryness, ery- 
thema, and scaling of the skin. Part of the 
membrane persisted at 244 months, on the 
scalp and chest. 

An unusual case was reported by King- 
ery,* which he considered as showing fea- 
tures both of the entity under discussion and 
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of ichthyosis congenita. It appeared to have 
a covering of heavy waxed or oiled paper, 
and the subcutaneous tissues were indurated 
and felt fixed to underlying structures. There 
was a tissue ischemia at pressure points, and 
the hair was sparse. Gangrene developed 
in a finger, and the disease appeared to be 
steadily increasing in severity. The infant 
died of an intercurrent pneumonia at 6 
weeks. 

Shields and Bowman’ reported a case 
similar to the above under the title of “Kera- 
tosis Diffusa Foetalis.” The child was se- 
verely affected with ectropion, deformity of 
the external ears, clubbing of the fingers and 
toes, and diffuse nonpitting edema. Although 
the underlying epidermis appeared to have 
been severely damaged during peeling of the 
membrane, the process generally appeared 
regressive, but the child lived only three days. 

Another case with mixed features is that 
of Seitz,‘ which was born covered with a 
“collodion-like” membrane. The hair of the 
scalp was very sparse, and eyebrows and 
lashes were not seen. There was, at first, 
a shedding of large pieces of “skin,” fol- 
lowed by a continuous fine desquamation. 
The child later developed a severe general- 
ized ichthyosis with ectropion and eclabium. 


ETIOLOGY 


Bowen, one of the earliest writers on this 
subject, thought that the membrane repre- 
sented the persistence of the epitrichium, or 
periderm, a homologous structure which oc- 
curs, and had previously been studied, in 
some of the lower animals. In the human, 
it is the outer layer of the bilamellar fetal 
epidermis, differentiated in the fifth to sev- 
enth week of fetal life, the inner being the 
stratum germinativum. The epitrichium at 
this time consists of a viable layer of cells, 
which normally undergoes keratinization and 
separation about the sixth month, contribu- 
ting to the formation of the vernix caseosa. 
The stratum germinativum further differ- 
entiates to form the epidermis and skin ap- 
pendages. Bowen’s opinion would seem to 
be borne out by those cases in which the skin 
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appears to be normal after peeling of the 
membrane, for it is unlikely that such a dis- 
tinct and thickened keratin structure, involv- 
ing the whole body, would be produced by 
the stratum germinativum in the prenatal 
period, and subsequently appear as normal, 
mature epidermis. This assumption seems 
reasonable even in those cases later develop- 
ing a localized ichthyosis. 

This is, apparently, a rare congenital 
anomaly, but it is not possible to place it on 
a sound genetic basis, since many of the cases 
have died in the neonatal period and in 
others adequate family history and follow-up 
have not been obtained. This would be in- 
teresting in view of its apparent close con- 
nection with ichthyosis in both inheritance 
and pathogenesis. 

The pathologic physiology seems to be in 
an incomplete keratinization, leading to an 
increased cohesive property of the keratin 
which prevents normal desquamation in the 
fetal period. The continuity of this mem- 
brane is-preserved in its fluid intrauterine 
milieu, but it drys, shrinks, and fissures im- 
mediately upon exposure to air. Having no 
viable counterpart, as has the keratin of the 
epidermis, this membrane vanishes early in 
the neonatal period. 


COMMENT 


Lamellar exfoliation of the newborn repre- 
sents a distinct entity. Although it is difficult 
to generalize with the small number of cases, 
they would seem to fall into these groups: 
(1) those which recover spontaneously, with 
only a slight desquamation for a limited 
period of time; (2) those compound cases 
with some features of an ichthyosis con- 
genita; often of a regressive type not incom- 
patible with life; (3) those which recover 
but develop an acquired type of ichthyosis at 
some later date. 

In cases of the last two categories it should 
be noted that there often are associated ecto- 
dermal defects, such as those of the hair and 
nails. The close association of lamellar ex- 
foliation with ichthyosis does not preclude 
its specific identity, since multiple congenital 
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ectodermal defects are common. There seems 
to be no association of this anomaly with 
ichthyosiform erythroderma, linear nevi, or 
any of the other keratodermas. It is not a 
mild type of ichthyosis; its association with 
ichthyosis is actually rare, considering the 
number of well-documented cases of the lat- 
ter in which no distinct membrane was re- 
corded at birth. Possibly many of the cases 
referred to in the literature as “mild ichthy- 
osis congenita” are not ichthyosis at all, and 
could be placed in Group 1 or 3. However, 
ichthyosis cannot be completely separated 
from lamellar exfoliation as their association 
in the cases reviewed here is too frequent. As 
a rule even those cases in the first category 
show a dryness and macroscopic desquama- 
tion after peeling, indicating some dysfunc- 
tion. Perhaps the persistence of this primitive 
membrane reflects to some extent the patho- 
genesis of ichthyosis in the human epidermis. 
In ichthyosis also there seems to be an ab- 
normal cohesion of the keratin, preventing 
normal desquamation, and an abnormal des- 
iccation. The skin of those affected improves 
clinically in a more fluid milieu, observed 
in summer when the humidity is high, the 
sweat glands more active, and the keratin 
more apt to be hydrated. The frequently 
noted defects of sweat and sebaceous func- 
tion in ichthyosis point to an early arrest in 
development of the epidermis, possibly be- 
fore bilamellar differentiation. Further stud- 
ies of the evolution of the epitrichium might 
well be of value in an understanding of the 
ichthyosis group. 
SUMMARY 

A new case of a specific self-limited con- 
genital affection is presented, designated 
lamellar exfoliation of the newborn. 

The literature is reviewed from 1895 to 
the present, yielding 15 cases. 

Persistence of the fetal epitrichium is dis- 
cussed as a probable cause of this rare cu- 
taneous anomaly. 

The relationship of lamellar exfoliation 
of the newborn to ichthyosis is reevaluated. 

1410 Medical Arts Building (1). 
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Effect of Drugs on Galvanic Shin Fe stibesice 


Comparison of Methantheline, Propantheline, and a Placebo 
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CHESTER HULL, B.A., Los Angeles 


MHA 


In a previous study Perry and Mount 
found a significant increase in resistance level 
in 10 subjects following intramuscularly ad- 
ministered atropine as compared to a placebo 
injection.’ In each subject the placebo was 
given before atropine. The results of sub- 
sequent studies indicate that the magnitude 
of the order effects is not sufficient to alter 
the general form of the results for any of 
the drugs considered to date.* In the present 
study the effect on skin resistance of injec- 
tions of methantheline bromide (Banthine) 
and propantheline bromide (Pro-Banthine) 
have been compared to a placebo. 

The subjects were 10 normal white males 
ranging from 19 to 35 years of age. Each 
subject received one injection in each of 
three experimental periods. The time be- 
tween the experiments varied from 3 to 15 
days. The injections consisted of 10 mg. of 
methantheline bromide and 5 mg. of pro- 
pantheline bromide, each dissolved in 0.5 ce. 
of distilled water. The placebo was 0.5 cc. 
of the diluent. The order of the three injec- 
tions was varied from subject to subject to 
obtain an approximate representation of the 





This study was aided by a grant from G. D. 
Searle & Co., Chicago. 

From the Division of Dermatology, University 
of California School of Medicine at Los Angeles, 
and the Medical Service, Veterans Administration 
Center, General Medical and Surgical Hospital, 
Los Angeles (Dr. Perry), and from the Depart- 
ments of Psychology and Engineering (Dr. Mount); 
and the Department of Psychology (Dr. Hull), 
University of California at Los Angeles. 

* Unpublished data. 
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total possible number of orders. The tech- 
nique of measurement, which has been re- 
ported,’ used a modified Wheatstone bridge 
to which the subject was connected by means 
of nonpolarizing electrodes attached to the 
hypothenar eminence of each palm. The out- 
put of the bridge was connected to a stable 
DC amplifier and a graphic recording oscil- 
lograph, thereby providing continuous meas- 
urement of changes in the galvanic skin 
resistance. In each experimental session the 
subject. was connected to the measurement 
circuit. Then a Klaxon horn was sounded 
and this was followed by hyperventilation.; 
All injections were administered intramus- 
cularly into the extensor surface of the upper 
arm, and the galvanic skin resistance level 
was recorded for a 45-minute period on an 
Esterline-Angus Recording Milliammeter, 
Model AW. Instrument calibrations were 
made at increments of 50,000 ohms pre- 
ceding, at the middle, and at the end of each 
test. This permitted the readings of resistance 
level to be taken from the closest calibration. 
The high and low resistance levels for each 
time period (three and three-fourths minutes 
of record) were determined by interpolating 
within the calibration markings. Each resist- 
ance value so obtained was converted into 
the square root of conductance by the formula 
(1/R:10°)% as was done previously.' Each 
pair of converted values was then averaged 
to provide a measure for each three and 
three-fourths minute time period. These data . 
were averaged separately for each of the 
three experimental conditions and the results 
plotted (Figure). As shown in the Figure, 
the average placebo, methantheline (Ban- 





+ Responses to these stimuli are being studied in 
order to determine drug effects on the response to 
stimulation. 
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DRUGS AND GALVANIC SKIN RESISTANCE 

bs pantheline levels are each significantly dif-. 
ak: ferent from the placebo level beyond 1%. 
The differences between methantheline and 

50+ propantheline are not significant. 
The results of this series of tests support 
g he the previous observations that the galvanic 
Sua: skin resistance level can be used to compare 
3 certain effects of drugs in human subjects. In 
ve _the present experiment, single dosages of 
a \ na methantheline and propantheline show a sig- 
Sy Pro eantne nificant difference compared to placebos in 
25,- Sig Ce ay. Se, the same subjects. Since these two drugs are 
bad les _ GANTHNE oneness af primarily anticholinergic in action,’ it is 
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MINUTES FROM POINT OF INJECTION 


Effect of drugs and placebo on galvanic skin re- 
sistance. 


thine), and propantheline (Pro-Banthine) 
curves begin essentially at the same level. 
They all fall rapidly (increase in resistance), 
and approximately 25 minutes after injection 
the placebo line levels out and remains essen- 
tially unchanged for the duration of the 
experiment. The curves for both methanthe- 
line and propantheline continue to fall. 
Analysis of variance by ranks * shows that 
none of the differences shown in the Figure 
for the initial time period are significant but 
that the differences occurring in the final 
time period are significant beyond 1%. In 
the final time period methantheline and pro- 


possible that similar drugs can be evaluated 
and compared using the present technique. 
Further studies are being carried out which 
will test the effects of varying oral and 
intramuscular dosages of methantheline and 
propantheline. 
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AVILA 


The dermatophyte Trichophyton men- 
tagrophytes has been known for a long time 
to be an etiologic agent of tinea in man and 
animals. It is commonly found in ringworm 
infections of man and a great variety of do- 
mestic and captive animals such as horses,’ 
chinchillas,? dogs,* cats,* calves,> and mon- 
keys,° as well as many wild animals such as 
foxes,’ muskrats,® squirrels,® etc. 

The occurrence of T. mentagrophytes in- 
fections.among the rodents commonly used 
as laboratory animals (mice, guinea pigs, 
rabbits, and rats) has been reported by many 
workers in different parts of the world. 

Parrish *° published an account of an epi- 
zootic in England in which nearly 50% of 
a population of 2500 mice were infected with 
T. mentagrophytes. The disease spread to 
some laboratory attendants. 

Mackinnon,” in Uruguay, found 70 cases 
of ringworm due to T. mentagrophytes 
among guinea pigs of wie breeding stock of 
the Institute of Hygiene of Montevideo, as 
well as those in experimental use. 

In Argentina, Negroni’? isolated T. lacti- 
color (T. mentagrophytes) from guinea pigs. 

Vilanova,** of Barcelona, Spain, was able 
to isolate this same organism from ringworm 
of rabbits brought from the outskirts of the 
city. 

Lately Booth,'* of Indianapolis, studied an 
epizootic of ringworm due to T. mentagroph- 
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ytes. in laboratory mice which infected a la- 
boratory technician who handled them. 

The present paper deals with the isolation 
of T. mentagrophytes from hairs of appar- 
ently healthy guinea pigs and from several 
guinea pigs which showed skin lesions. 

In a recent investigation of the pathogenic- 
ity of a variant strain of Microsporum gyp- 
seum,** it was observed that T. mentagro- 
phytes frequently was isolated from appar- 
ently healthy guinea pigs, i. e., guinea pigs 
which demonstrated no visible signs of any 
type of skin lesion and on which direct exam- 
ination of Hairs was negative for mycelium 
or spores. Therefore, it seemed important to 
determine the prevalence of this fungus in 
our breeding stock and in those guinea pigs 
maintained by other institutions in or near 
Habana. A total of 116 guinea pigs were 
examined. 

Three guinea pigs in our colony were 
found to have skin lesions on the nose and 


Fig. 1.—Hair of guinea pig showing ectothrix 
chains of small spores; reduced %4 from mag. 
x 430. 





T. MENTAGROPHYTES FROM GUINEA 


Fig. 2.—Macroconidia and microconidia of T. 
mentagrophytes isolated from lesion of guinea pig; 
reduced % from mag. x °430. 


PIGS 


the same weight. The apparently healthy 
guinea pigs whose hairs yielded T. menta- 
grophytes were adults. 

The accompanying Table presents the re- 
sults of the inoculation of hairs of apparently 
healthy guinea pigs from different sources 
onto Sabouraud-cycloheximide agar. 


COMMENT 


The absence of skin lesions and invaded 
hairs on guinea pigs from which cultures of 
T. mentagrophytes could be isolated suggests 
that this dermatophyte may exist in a dor- 
mant state on the hair and skin of guinea 
pigs, as it does on apparently normal human 
feet.* 


Recovery of T. Mentagrophytes from Guinea Pigs with no Clinical Signs of Infection 
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back. Hairs from these lesions showed ecto- 
thrix chains of small spores and yielded 
colonies of typical T. mentagrophytes (Figs. 
1 and 2). 

None of the guinea pigs brought in from 
outside sources showed any clinical signs of 
infection. 

Hairs from the remaining 113 apparently 
healthy guinea pigs were inoculated into 
tubes of Sabouraud-cycloheximide medium.” 
T. mentagrophytes was isolated from 15 of 
these animals. 

One of the isolates was tested and proved 
to be pathogenic for guinea pigs when it was 
inoculated into their shaved and scarified 
skin. 

The guinea pigs showing spontaneous T. 
mentagrophytes infection weighed from 90 
to 100 gm., and those used for testing the 
pathogenicity of the isolate from hairs of ap- 
parently normal guinea pigs had more or less 


To avoid erroneous or confusing results, 
investigators using guinea pigs in studies in- 
volving this dermatophyte should make cer- 
tain that their experimental animals are free 
from latent ringworm infections. 


SUMMARY 

T.-mentagrophytes was isolated from 15 
out of 113 guinea pigs clinically free from 
ringworm infection. 

These observations suggest that adult 
healthy pigs may harbor T. mentagrophytes 
in an inactive state. 

Before undertaking studies involving ring- 
worm fungi, investigators should make cer- 
tain that experimental animals are free from 
latent T. mentagrophytes infections. 


* References 17 and 18. 
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Ecthyma Contagiosum ( Of) 
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TAMIA UU 


Ecthyma contagiosum, also known as orf* 
and ovine pustular dermatitis, is a virus dis- 
ease of sheep and goats which is occasionally 
transmitted to man. The purpose of this com- 
munication is to (a) report the occurrence 
of ecthyma contagiosum in an 18-year-old 
woman; (b) describe the disease as it occurs 
in man, and (c) consider briefly the salient 
features of the disorder in animals. 


REPORT OF A CASE 


M. L., an 18-year-old white woman, was ad- 
mitted on the Dermatology Service of the Univer- 
sity of Virginia Hospital on May 9, 1953, because 
of a lesion on the dorsum of the right forearm near 
the wrist. The patient had scratched the site three 
weeks previously on a wire fence that constituted 
a pen for pet lambs. The scratch appeared to be 
healing in the usual manner, but erythema and 
slight elevation appeared in it approximately one 
week after the injury. In the succeeding two weeks 
the scratch went through stages of papulation, 
vesiculation, and crusting, and there was an ex- 
tension of the process in halo fashion until a 
border % in. (1.27 cm.) in width surrounded the 
original site of injury. At the height of the dis- 
ease (one and one-half weeks after the lesion 
appeared), the patient noted a small, tender nodule 
in the right axilla, but by the end of the second 
week this axillary nodule had ceased to be tender 
and the cutaneous lesion on the arm had begun to 
involute. Constitutional symptoms were absent 
throughout the course of the disease. 


Physical examination three weeks after the in- 
jury revealed a roughly rectangular lesion (ap- 
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* Another virus disease of sheep, ulcerative 
dermatosis of sheep, is also known as orf in the 
veterinary literature. 








proximately 2 by 4 cm.) on the dorsum of the 
right forearm near the wrist. The borders of the 
lesion were sharply defined and elevated 1 or 2 
mm., and the surface was covered with a thin 
crust. The site of the original scratch was clearly 
evident in the center of the lesion because of its 
brown color and slightly greater elevation. The 
lesion appeared to be composed of multiple tiny 
vesicles. It oozed a clear fluid from its edges and 
a cloudy liquid from its central area when the top 
was shaved with a scalpel. The remainder of the 
physical examination was negative except for a 
slightly enlarged, nontender, right axillary lymph 
node. 

Laboratory examination showed a normal com- 
plete blood count, normal urinalysis, and negative 
Kahn reaction. Agglutination tests for tularemia, 
brucellosis, typhoid, and paratyphoid A and B 
were negative. Direct smears from the lesion were 
negative for bacteria and fungi, and cultures for 
bacteria on blood agar and thioglycollate broth 
were negative after 48 hours. Cultures for fungi 
on Sabouraud’s agar were negative after two 
weeks. A MacCallum stain of a biopsy specimen 
from the lesion was negative for the presence of 
bacteria. The salient microscopic features of a 
portion of the lesion, stained with hematoxylin and 
eosin, were hyperkeratosis, parakeratosis, acantho- 
sis, intraepidermal vesiculation, reticular and bal- 


looning degeneration of the cells of the rete, and 


acute nonspecific inflammatory changes in the 
dermis—a picture compatible with the diagnosis of 
virus infection. 

The lesion was treated topically with potassium 
permanganate wet dressings and chlortetracycline 
(Aureomycin) ointment. Two weeks later the 
area appeared almost healed, but a complication re- 
sembling’ pyogenic granuloma subsequently caused 
minor inconvenience for two more weeks. 

A brief account of the disorder in the pet lambs 
from which the patient apparently contracted the 
disease seems pertinent to a complete case report. 
The first lamb (three or four weeks old) was given 
to the patient by a neighboring farmer. A few days 
later this lamb developed crusted lesions on the 
lips, nose, and. eyelids, and papillomatous, vegetat- 
ing areas in the mouth. Three lambs from the pa- 
tient’s farm were placed in the same pen with the 
infected lamb, and approximately one week later 
identical lesions appeared on these lambs. In three 
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Fig. 1—The lesion on the patient’s arm. The 
original site of inoculation is clearly visible in the 
center of the lesion. 


weeks the disorder had reached its peak, and rapid 
healing took place in the ensuing two weeks. At 
no time were the lambs systemically ill, but there 
was evidence that the affected areas were tender. 
A biopsy specimen from a lesion on one of the 
lambs presented a microscopic picture very similar 
to the human lesion, differing only in that the in- 
traepidermal vesiculation was less extensive and 
papillomatosis was a prominent feature. 


The patient scratched her arm at a time when the 
disorder in the lambs was at its peak. The fence 
upon which the girl was scratched formed an 
enclosure for the lambs, and in the process of 
bottle-feeding them, ample opportunity was present 
for contamination of the fence by the lambs. The 
process of infection in this case apparently dupli- 
cated the procedure which is followed: in ordinary 
vaccination against smallpox. 


The following data are offered in support of the 
diagnosis of ecthyma contagiosum in this patient. 
The disease in the girl and the disease in her sheep 
corresponded to the clinical descriptions of ecthyma 
contagiosum in all regards. Cultures from the pa- 
tient’s lesion and microscopic examination of the 
sheep and human lesions failed to reveal evidence 
of bacterial or mycotic etiology, and pointed toward 
a disease of virus origin. Material from the girl’s 
lesion produced typical lesions of ecthyma . con- 
tagiosum when inoculated into the scarified skin 
of the groins and axillae of three lambs, and these 
lesions were identical in course, gross appearance, 
and microscopic picture with those produced in a 
fourth sheep after inoculation of known ecthyma 
contagiosum virus obtained from an agricultural 
experiment station. Cross immunity experiments 
on these four animals indicated that infection with 
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the patient’s virus provided a significant degree of 
immunity to infection with the known ecthyma virus 
and vice versa. Finally, material from the patient’s 
lesion failed to produce lesions on rabbit cornea 
(five animals), guinea pig skin or cornea (four 
animals), mouse skin or peritoneum (five ani- 
mals), three blind passages in mouse brain (total 
of 14 mice), and three blind passages on. the 
chorioallantoic membrane of 9- or 10-day chick 
embryos (total of 30 embryos)—highly suggestive 
evidence that the patient’s lesion did not contain the 
viruses of herpes simplex, vaccinia, or variola. 


ECTHYMA CONTAGIOSUM IN MAN 


Ecthyma contagiosum in man is_ well 
known to veterinarians and laymen who 
handle infected animals, but few physicians 
have had an opportunity to become familiar 
with the disorder. There is evidence that the 
disease in man is much commoner than in- 
dicated by reports in the medical literature. 
There are at least nine reports involving in- 
stances of ecthyma contagiosum in man to 
be found in the medical literature of the 
United States. A survey conducted by 
Kingery and Dahl ** indicates that the dis- 
order is not uncommon in _ veterinarians, 
sheephandlers, and workers in experimental 
stations of at least seven states (Washington, 
Oregon, California, Idaho, Montana, Wyo- 
ming, and Texas). Examples of the disorder 
in man have also been reported from France, 





+ References 4, 7, 10, 12, 16, 17, 21, 22, and 24. 


Fig. 2——An infected lamb, showing the crusted 
papillomatous lesions on the nose and lips. 
























Germany, Switzerland, Russia, New Zea- 
land, and Australia, and the disorder ap- 
pears to be especially common in England. 
One must conclude that the disease is likely 
to be found in man wherever sheep or goats 
are raised. 

Ecthyma contagiosum and sheep pox are 
listed as different names for the same dis- 
order in the standard textbooks of derma- 
tology. This is incorrect, because ecthyma 
contagiosum and sheep pox, although both 
virus infections of sheep, are distinct and 
separate disease entities.§ Ecthyma conta- 
giosum is a benign virus infection of derma- 
totropic type, and it is without significant 
systemic effect in man or animal unless sec- 
ondary infection with bacteria, screw worms, 
or other parasites is present. Sheep pox, on 
the other hand, is a systemic virus infection 
somewhat analogous to smallpox in man, 
and the cutaneous involvement is only part 
of the generalized disease. 

The lesions of ecthyma contagiosum in 
man usually appear on exposed surfaces, 
especially the face and hands, as a result of 
direct inoculation from infected animals. 
The lesions, which vary in number from one 
to several, appear in four days to a week 
after inoculation, and go through macular, 
papular, vesicular, and crusted stages. The 


entire process occupies approximately four 


weeks in the uncomplicated case. Constitu- 
tional symptoms are usually absent, but there 
may be low-grade lymphadenitis, and local 
pyogenic complications may occur. The dis- 
order is self-limited, and treatment at the 
present time is directed entirely toward pre- 
vention or cure of secondary infection. The 
importance of the disease in man lies pri- 
marily in its recognition and differentiation 
from other disorders such as milkers’ nodule, 
pyogenic granuloma, accidental vaccinia, and 
pyodermas of various types. There is a very 
close resemblance between the clinical fea- 
tures of ecthyma contagiosum and milkers’ 
nodule, and we have unearthed -two reports 
in which we believe lesions’ of ecthyma con- 





t References 2, 3, 5, 8, 9,-14, 15, 18,°19, 20, 23, 
and 25. : : 
§ References 4 and 13. 


Fig. 3—Photomicrograph of the lesion from the 


patient’s arm. Intraepidermal vesiculation and 
reticular and ballooning degeneration are evident. 
tagiosum have been described under the title 
of milkers’ nodule.|| 


ECTHYMA CONTAGIOSUM IN ANIMALS 

Ecthyma: contagiosum affects primarily 
sheep and goats, and it is found in all parts 
of the world where these animals are raised. 
The natural history of the disorder is best 
understood in sheep, and the rest of this para- 
graph concerns the disease as it occurs in 
this animal.f/ The lesions appear on the por- 
tions of skin devoid of wool (lips, nose, eye- 
lids, teats, under surface. of the tail, genital 
areas, and in the mouth). The lesions pro- 
gress through macular, papular, vesicular, 
and pustular phases, and then become papil- 
lomatous and covered with a heavy crust. The 
uncomplicated disorder usually lasts three 
or four weeks, and a considerable degree of 
immunity follows the infection (reinocula- 
tion with large doses of virus produces a 
mild form of the disease). Sheep of any age 
which have not been exposed to the disease 
are highly susceptible, and whole flocks may 
be affected within a short period of time. 





|| References 8 and 25. 
{' References 1, 4, 6, 11, 13, 18, and 21. 


Fig. 4.—Photomicrograph of a lesion from a 
lamb. Intraepidermal vesiculation, ballooning de- 
generation, and papillomatosis are seen. 
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The mortality rate is low in uncomplicated 
epidemics, but the economic loss may be 
high because the animals fail to eat properly 
and lose weight, or do not gain weight at 
the expected rate. When the disorder is 
complicated by secondary infection (screw 
worms, Staphylococcus aureus, Pherophorus 
necrophorus [Bacillus necrophorus]), both 
the mortality rate and the economic loss may 
be high. 

The filterable virus which causes ecthyma 
contagiosum can be isolated from crusts and 
serum from the lesion. The virus has been 
passed through Berkefeld V, Chamberland 
L;, and L, bis, and Mandler No. 7 filters, 





Fig, 5—Lesions on the groin of a lamb five days 
after inoculation of material from the patient’s le- 
sion. The linear arrangement has resulted from 
inoculation of infectious material into scratches 
produced by sandpaper scarification. 


and gradocol membrane with a pore diameter 
of 600.myp. It probably will not pass (or 
passes with difficulty) through Berkefeld 
N and W, Seitz asbestos, Chamberland Le, 
and. Mandler No. 8 filters Sheep, goats, 
and chamois are highly susceptible to the 
virus, and a mild. disease is produced on the 
skin of rabbits.* There is some question as 
to whether cattle, horses, dogs, and guinea 
pigs are susceptible. Rats, mice, chickens, 
and pigs apparently possess natural immu- 
nity. The virus produces lesions on the skin 





# References 1, 4, 5, 6, 11, and 19. 
* References 1, 2, and 3. 
+ References 1, 4, 6, and 11. 
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and mucous membrane of susceptible ani- 
mals and it may affect the regional lymphat- 
ics, but it does not affect other organs.t 
A significant degree of immunity persists for 
months or years after the infection, and a 
vaccine prepared from crusts containing the 
live virus has been highly effective in pre- 
venting serious complications of the disease 
in sheep.§ 


SUMMARY 


A case of ecthyma contagiosum is reported 
in an 18-year-old woman. 


Attention is called to the wide geographic 
distribution of the disease. 


The names ecthyma contagiosum and sheep 
pox represent separate diseases caused by 
two different viruses rather than synonyms 
for a single disease. 


The important features of the disease in 
man and anima! are presented. 
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SIMPLE INSTRUMENT FOR THE REMOVAL OF RINGS 


ELMER R. GROSS, M.D., Wilmington, Del. 
HNUTLUOIUSUVUVAAAUGNGANSOAONOUESAOUUUA HVAT 


Many physicians, primarily dermatologists, are 
confronted with the problem of removing rings 
from edematous, inflamed fingers in the treatment 
of dermatitides of the hands. 

The often painful picture of rings cutting into the 
flesh, which can be an emergency, may be handled 
very simply as an office procedure. 


A bolt cutter, which at first sight appears to be- 


a cumbersome instrument, is very easy to manipu- 
late, since it affords excellent leverage, which re- 
quires very little hand pressure. It cuts through 
any size or thickness of ring, at an instant. 

In .ny experience it is far superior to any of the 
present-day ring-removing instruments available. 

The rings are cut very sharply and cleanly, 
permitting repair. 

This bolt cutter can be purchased at most hard- 
ware stores. It is then modified by having a 
machinist grind down or bevel one side of the 





cutting edge, as is shown in the accompanying 
photograph. 


817 West St. 
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Wheping of Lymph Through Unbroken Shin 


MICHAEL BURMAN, M.D., New York 
TTL TATA 


The weeping of lymph through unbroken 
skin is a rare and curious anomaly, unmen- 
tioned in Gould and Pyle’s book or in any 
texts I consulted. Oughterson and Tennant 
excised a subcutaneous lymphangioma, 6 in. 
(15.2 cm.) in diameter, together with the 
overlying skin, in a boy of 14. It was located 
on the medial side of the left thigh, the level 
not being given. When he was 4 years old, 
he was afflicted with poliomyelitis, and dur- 
ing his hospital stay a swelling was found in 
the thigh and was incised under the mistaken 
notion that it was an abscess. The operative 
scar became keloidal, and, when it broke 
down, a large quantity of clear fluid drained 
forth, At operation, the doughy tumor, 
whose borders were indistinct, seemed so 
much like fat that it could be told from fat 
only by its fibrous texture. The mass reached 
the deep fascia but did not penetrate it. The 
gross specimen showed a richly vascular tu- 
mor whose many large spaces were filled 
with a clear fiuid. Microscopically the endo- 
thelially lined spaces of varying sizes- were 
embedded in a dense acellular connective 
tissue. A significant observation was the ex- 
tension of the tumor into the corium directly 
beneath the epithelium. 


My own case is more remarkable in that 
the skin was unbroken, the lymph discharg- 
ing itself periodically through skin pores 
despite a mild generalized ichthyosis. Inter- 
esting too was this man’s adverse reaction to 
heparin. 

REPORT OF A CASE 

A man, 46 years old, who consulted me on April 

5, 1954, brought with him in a test tube a little more 


than 1 cc. clear watery fluid which had drained 
from the pores of the skin of his (upper and inner) 





From the Hospital for Joint Diseases. 
486 


right thigh a few days before. Such drainage had 
taken place intermittently for about three years, the 
discharge of the fluid which occurred every few 
weeks being great enough to wet his underpants and 
to make him damply uncomfortable. His wife told 
me that with each discharge of fluid he had fever 
and often fainted. The discharge was always greater 
on standing, a thing demanded excessively of him 
by his work as a postal clerk, or on walking. Col- 
laterally pertinent was the fact that he suffered, as 
did his brother, with a mild generalized ichthyosis 
which invariably lessened in warm weather. 

The slightly roughened, scaly skin of the adductor 
region of the right thigh showed no abnormal open- 
ings. A fatty mass with indistinct boundary, smaller 
than the palm of the adult hand, could be felt in the 
subcutaneous tissues. When he stood, the mass be- 
came visibly fuller. The skin rode freely over the 
mass, but the mass itself did not glide on the deep 
fascia. The tumor seemed to me to be a subcuta- 
neous lymphangioma of the thigh which periodically 
emptied itself of its contained lymph through the 
pores of the skin. 

The fluid, collected by him on April 2, was clear 
and colorless. Its volume was about 1 cc. and its 
reaction alkaline. The qualitative reaction for pro- 
tein was heavy, and the quantitative reaction indi- 
cated the protein content to be 6% by volume. Eight- 
een leucocytes per cubic millimeter were found. 
Wright's stain revealed an occasional poiymorpho- 
nuclear cell and a few lymphocytes. The Gram stain 
showed no bacteria. 

The mass, the palpated borders of which were 
marked on the skin with methylene blue as the man 
stood, was excised on April 8, 1954. The irregular 
grayish fatty mass, 6 in. (15.2 cm.) in diameter, 
seemed an integral part of the subcutaneous tissues, 
but its fat lobules were small and adherent to skin 
and fascia. The tumor extended proximally short 
‘of the groin, laterally beyond the saphenous vein, 
and spread medially and distally over the adductor 
fascia. The area of resection went beyond the dyed 
borders of skin. All bleeding points were carefully 
tied. A piece of skin was taken for study. 

Grossly the specimen consisted of a number of 
pieces of firmly lobulated fat, which, when put to- 
gether, measured 10 by 5 by 3.5 cm. The connective 
tissues seemed somewhat mucoid. The piece of skin 
was 4 cm. long, 1 cm. wide, and 0.2 cm. thick. On 
section of the fatty tissue numerous dilated lymph 
vessels were found with small capillary walls. Some 
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of the lymph vessels contained scanty lymph and 
others a few lymphocytes. In general the lymph 
vessels lay near small, muscle-coated veins and 
arteries, but some were free in the fibrofatty tissue. 
The convoluted or branched lymph vessels showed 
occasional anastomosis. The corium of the skin was 
normal, but within its subcutaneous tissues there 
were a few smaller lymph vessels. Dr. H. L. Jaffe 
and Dr. G. Selin concluded that this was an example 
of lymphangiectasia and lymphangiectasis of the 
subcutaneous tissues. 


The postoperative course was troublesome. In ad- 
dition to sedation and antibiotic therapy (penicillin 
600,000 units daily to April 28), he was given 
prophylactic doses of heparin intramuscularly to pre- 
vent the possible, and even probable, deep phlebo- 
thrombosis of the femoral and iliac veins, which I 
have seen after the excision of poorly defined, sub- 
cutaneous fatty masses. He was given 75 mg. three 
times a day on April 9, 10, 11, and two such doses 
on April 12. The prothrombin determination of blood 
was 14 seconds on April 9 and 16 seconds on April 
10. The heparin was discontinued when on April 12 
a great bleeding took place in the operative area 
with ecchymosis extending from the groin to the 
symphysis pubis. (On April 10, the wound had 
oozed a little—a post hoc premonitory sign of bleed- 
ing—but the dressing of the somewhat swollen right 
thigh was not changed.) The coagulation of blood 
by the Lee-White method was: 51 seconds three and 
a half hours after the injection of heparin on April 
12. This unusual response to heparin indicated a 
high degree of sensitivity to it. (It should be noted 
that this patient, like so many others, was allergic 
to dust and ragweed pollen.) Dr. Kenneth Rosen- 
heck advised the intravenous administration of 
protamine to negate the effect of heparin; 150 mg. 
of this drug was given on April 12 in divided doses 
of 100 mg. and 50 mg. respectively. There was 
prompt stopping of bleeding. 

On April 12, from the adductor hematoma, 80 cc. 
of blood was aspirated, the dark blood coagulating 
easily. On April 15, only 5 cc. was recovered, and 
on April 17 only 3 cc. There was no significant rise 
in temperature with bleeding. The fever reached a 
maximum of 101 F on April 12 and was normal 
after April 15. 


The two sequelae of heparin bleeding were a pro- 
found anemia and gangrene of the ballooned skin 
over the operative site. The patient’s hemoglobin on 
April 8 was 13.4 gm. per 100 cc., and the red blood 
cell count 4,400,000. On April 13 the hemoglobin 
was 4.7 gm., and the red cell count 1,950,000. A 
transfusion of 500 cc. of whole blood was given on 
April 14 and again on April 16, amply replacing the 
lost blood. The feces showed a trace of blood on 
April 15, and red blood cells were found in the urine 
specimen of April 12. The coagulation time of blood 





was 17 minutes on April 14; it was 7 minutes on 
April 19 (Lee-White method), and 1 minute on 
May 12. 


Culture of the gangrenous skin grew contami- 
nants, Proteus vulgaris and Enterococcus, which 
were sensitive to oxytetracycline (Terramycin) but 
resistant to penicillin. The black skin was kept dry 
and clean with dustings of oxytetracycline powder 
mixed with polymyxin. The sutures were removed 
on April 17, and the well-delimited gangrenous skin, 
the size of the palm of the hand, was excised in 
his bed without anesthesia on April 23. The wound 
granulated well, but a small pocket in the proximal 
part of the wound had to be opened on April 20. 
Culture again grew P. vulgaris and a coccus which 
could not be isolated. Since these organisms were 
now resistant to oxytetracycline, dusting of the 
wound was discontinued. 


A split-thickness graft of skin was taken by Dr. 
R. Pelzer from the left thigh with the dermatome 
on May 14, 1954, to cover the granulating area. The 
graft took well and was firmly healed by June 16. 
The site of grafting remains a little depressed be- 
low the level of the adjacent normal skin (July 16, 
1954). Fibrosis at the site of operation should pre- 
clude recurrence of the tumor. 


COMMENT 


One need not be concerned here with the 
difference between lymphangioma and the 
overgrowth of lymph vessels which is lym- 
phangiectasis. The transudation of lymph 
through the skin in either abnormality de- 
mands two things : the subcutaneous situation 
of the growth, where it is distinguished with 
difficulty from normal fat, and its adhesion 
to the corium. The fluid is discharged 
through skin which breaks down or through 
the suderiferous ducts of the intact skin. The 
ichthyosis is incidental or significant. Prob- 
ably it is the former. There is no relation be- 
tween the heparin sensitivity and the lymph- 
angiectasis. 


Drs, Kenneth Rosenheck and Rudolph Pélzer 
gave help in this case. 
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Treatment of Postherpetic Neuralgia with Cortisone, Corticotropin, and Placebos 


GORDON C. SAUER, M.D., Kansas City, Mo. 
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The first report of corticotropin (ACTH) 
therapy given for palliation of severe pain 
following herpes zoster (shingles) was pub- 
lished in 1951.** Since a good response was 
obtained in that first case, 14 additional 
cases of similar severe neuralgia have been 
studied to evaluate the response to cortico- 
tropin, cortisone, and placebo injections. 

This paper is not concerned with the effect 
of these drugs in the acute phase of the 
disease. This problem has been reported on 
by others,* with the conclusion that the 
malaise and acute discomfort are relieved 
but that the course of the disease is un- 
affected. 

Two facts became apparent at the start 
of this study. One was that neither corti- 
cotropin nor cortisone, while valuable, was 
proving 100% effective in the relief of pain, 
and secondly, that the placebo injections 
were “curing” the pain in a few of the 
patients. 

The extent of neuralgia pain following 
herpes zoster varies with the age, well-being, 
and temperament of the patients. Pain may 
be absent or it may be of such severity, 
particularly in older persons, that the patient 
may be driven to suicide. Since the amount 
of pain can be so variable, it is necessary in 
evaluating therapeutic measures to establish 
definite criteria defining such pain. I have 
adhered to the following criteria: (1) the 
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* References 3 to 7. 

** References 1 and 2. 
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duration of pain should be 30 days or longer ; 
(2) the location of pain should be limited to 
the site of the lesions and that nerve segment, 
and (3) the intensity of pain should be 
“moderate,” or “severe.” The pain is classi- 
fied as being “severe” if it is a constant, 
sharp, or burning pain that interferes with 
sleep and the daily routine. “Moderate” pain 
would be less intense but not mild. 


ANALYSIS OF CASES 


Sex and Race.—Of the 15 patients re- 
ported on in this study, including the first 
one reported on in 1951, 9 were women and 
6 were men, All were of the white race. 

Age.—This ranged from 44 to 84 years 
with an average of 67. 

Pain.—This was “severe” in 11 cases and 
“moderate” in 4 cases. 

History of Injury.—There was no ante- 
cedent history of injury in eight cases. Four 
patients gave this history. Three patients 
were not asked this question and did not 
volunteer this information. 

Fever.—Five had fever, and three did not. 
Seven patients did not have their temperature 
measured. Fever, when present, was found 
soon after the onset of vesicles. 

Occurrence of Pain and Lesions.—The 
pain preceded the lesions in 10 cases by an 
average of three days. The longest duration 
of pain before the onset of the lesions was 
five days. The rash came first in two cases, 
5 and 10 days before the pain began. The 
relationship was not recorded in three cases. 

Duration of Lesions.—The lesions lasted 
from 12 to 59 days in 13 cases, with. the 
average duration being 22 days. In Case 7 
the eruption was first seen by me 50 days 
after its onset. The patient was seen at the 
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onset, however, by another physician who 
diagnosed shingles then, so the duration of 
59 days seems substantiated. However, if 
Case 7 is omitted, the corrected average dura- 
tion of the lesions in the 12 cases is 19 days, 
ranging from 12 to 28 days. In two cases 
the history was incomplete regarding the 
duration of the eruption. 

Duration of Pain.—The pain lasted from 
30 days to over 270 days with the average 
in the 15 cases being approximately 81 days. 
The end-point of the duration of pain could 
only be approximated in most cases. 

Location of Lesions.—The thoracic nerve 
segments were involved in nine cases, the 
trigeminal in four cases, and the cervical and 
lumbar segments in one case each. 

Incidence of True Postherpetic Neuralgia. 
—Over a three-year period from May 1, 
1951, to May 1, 1954, there were 76 cases 
of herpes zoster seen at our Clinic. In the 
same period 17 cases were classified as post- 
herpes-zoster neuralgia, three of which were 
not seen by me. Two were ophthalmic cases 
and the third was a case referred for radio- 
logic therapy from outside the Clinic. Thus 
the incidence of postherpetic neuralgia in this 
series was 22.4%. Using similar criteria, 
Kass and co-workers ® reported an incidence 
of 18%. 


THERAPY 


The dosage of corticotropin, in the form 
of Acthar Gel (Armour), was 40 to 80 
units intramuscularly the first day. If relief 
was obtained, then 40 units a day or every 
other day usually kept the patient symptom 
free. After three or four injections the ther- 
apy could be changed to cortisone tablets, 
Empirin Compound with Codeine Phosphate 
(containing acetylsalicylic acid, acetopheneti- 
din, and caffeine) % grain (30 mg.), or 
acetylsalicylic acid, depending on the severity 
of the pain. 

Cortisone was given orally in doses of 
25 mg. every six or eight hours for the first 
one or two days, then decreased as symp- 
toms permitted. The longest period of corti- 





+ Some of the Acthar Gel used in this study was 
furnished by Armour Laboratories. 


sone therapy in which relief was required 
and obtained was 26 days (Case 12), and 
the shortest period of treatment was four 
days. 

Placebo injections consisted of 2 cc. of 
distilled water or isotonic saline. Placebo 
tablets were given to one patient. 


Results of Corticotropin and Cortisone Therapy 











Results 
No.of First Drug 
Cases (Case No.) No Good Good 
Placebo 11 1, 2, 3, 4, 5, 1, 2, 3, 4, 7, 8,18 
13, 15 5, 9, 14 16 
Cortieotropin 11 6, 7, 9,14 8, 4, 5, 1, 2, 6, 7 
13 9, 14, 15 
Cortisone 10 ~—- 8, 10, 11, 5, 8, 10 2, 4, 11, 12 
12 13, 14, 15 
RESULTS 


The results are tabulated in the Table. 

In order to evaluate the therapeutic re- 
sponse fairly, the order in which cortico- 
tropin, cortisone, and placebos were adminis- 
tered was varied. 

The placebo injection was given to 11 
patients and was the first treatment given 
to 7 of these. It gave good relief of pain in 
4, or 36.4%, of the 11 cases. 

Corticotropin was given intramuscularly to 
11 patients and was the first therapeutic 
agent for 4 of these. It gave good relief in 7, 
or 63.6%, of the 11 cases. 

Cortisone was given orally to 10 patients 
and was the first drug given to 4 of these 
patients. It gave good relief of pain in 7, 
or 70%, of the 10 cases. 

It is apparent that the placebos, though 
effective in some cases, were not as effective 
as corticotropin or cortisone. It is also ap- 
parent that, in the doses given, there was no 
significant difference in effectiveness between 
corticotropin or cortisone. Unfortunately, 
these two drugs were of value in relieving 
pain in only 70% of the cases. 

Two representative case histories are ab- 
stracted : 

Case 2.—F. K., 68-year-old white woman, was 
first seen on July 22, 1953. Lesions of herpes 
zoster had been present for seven days, and pain for 


two days. The patient stated that she had been at- 
tacked by a dog two months previously, and after 
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this she experienced some pain in the same area as 
the present lesions. No treatment had been given 
for the present condition. Pain was severe and in- 
terfered with her sleep. Oral temperature was 
98.4F. The left thoracic area was involved. 

Treatment on July 22, 1953, consisted of a shake 
lotion to be applied locally, a placebo injection of 
2 ce. of distilled water, and Tuinal (composed of 
equal proportions of secobarbital sodium and amo- 
barbital sodium) 1% grains (0.1 gm.) at bedtime. 

July 23: She got up six times the previous night 
and walked the floor because of pain. Corticotropin 
gel, 80 units, was injected intramuscularly. 

July 24: She slept through the preceding night 
with no pain. Corticotropin gel, 80 units, intramus- 
cularly again. 

July 27: No pain occurred for some 30 hours 
following the injection but thereafter the pain was 
intense. She had no sleep for two nights. Cortico- 
tropin gel, 80 units, was given intramuscularly 
(third dose). 

July 29: Essentially no pain for 24 hours fol- 
lowing injection; then pain recurred. Cortisone, 
25 mg. orally, was begun and given every 6 hours 
for 24 hours, then every 8 hours for the second 
24 hours, and then 25 mg. every 12 hours. 

July 31: The rash was drying up, and pain con- 
siderably improved. The patient was more pleased 
with the cortisone than the shots because the former 
gave more lasting relief from pain. 

Sept. 24: Pain had been gone completely in the 
past three weeks. After finishing the cortisone 
(which she took for approximately two more 
weeks) she took an occasional dose of acetylsali- 
cylic acid for the mild pain that persisted. 

Case 9.—R. K., 44-year-old white woman, was 
first seen on Feb. 4, 1952. Mild pain on the right 
side of the chest began on Jan. 30, 1952, which was 
one day before the blisters developed. Treatment 
consisted of shake lotion locally and phenobarbital, 
¥% grain (30 mg.) three times a day. 

Feb. 8: The pain was very severe. Unable to do 
housework and confined to bed. She was given 
chlortetracyline (Aureomycin) ointment for local 
application and Empirin Compound with Codeine, 
¥% grain, as necessary orally. 

Feb. 12: The severe pain was not relieved. Given 
corticotropin gel, 40 units intramuscularly. 

Feb. 13: Pain was much less. Given corticotropin 
gel, 40 units intramuscularly. 

Feb. 14: Had almost 100% relief from pain since 
the second injection. Given 2 cc. of isotonic saline 
intramuscularly. 

Feb. 15: The pain was intense all the night fol- 
lowing saline injection. Nauseated. Given 40 units 
of corticotropin gel again, which resulted in marked 
relief by that night. Patient moved out of town 
Feb. 16. : 
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COMMENT 


To my knowledge there has not been any 
paper confined to the problem of the effec- 
tiveness of corticotropin or cortisone in the 
treatment of postherpetic neuralgia. Appar- 
ently, the first published case so treated was 
the one reported by our group at the New 
York Skin and Cancer Unit in 1951.* Since 
then there have been several papers concern- 
ing the use of these drugs during the acute 
stage of herpes zoster, and some of these 
papers contain references to the effect of the 
drugs on postherpetic neuralgia. 

Frank and Lysiak ® reported on 19 cases 
of herpes zoster of which 8 had pain for 
“several weeks to 18 months from the time 
of their original attack of herpes zoster.” 
The pain was classified as severe in all cases. 
They stated, “All patients treated obtained 
relief from pain within two or three days 
after the institution of therapy.” Apparently 
no control drug was used. The dosage of 
cortisone or corticotropin was higher than 
those used in this series. The pain recurred 
in most cases, but was then sufficiently re- 
duced in intensity to be controlled with ace- 
tylsalicylic acid. 

Kierland and O’Leary *° stated that in 
their experience cortisone and corticotropin 
had been unsatisfactory in the treatment of 
postherpetic pain. They did not mention the 
number of cases treated or controls. 

Weinstein and Lamas ° treated 46 patients 
with acute herpes zoster. In their report they 
also stated, “Five patients with postzonal 
neuralgia of more than 20 days’ duration 
were given steroid therapy without any posi- 
tive results.” 

There have been many papers concerned 
with the subject of therapy for post-herpes- 
zoster neuralgia. These have described the 
use of a proteolytic enzyme. preparation 
(Protamide), moccasin venom, autohemo- 
therapy, vitamin By2, autogenous blood 
serum, dihydroergotamine (DHE 45), chlor- 
tetracycline, various other agents, and also 
the ordinary analgesics. In a series of papers 
I have reviewed: reporting on the above 
agents, not one paper reported a control 
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study. The value of critical analysis was 
pointed out by Kass and co-workers * in a 
paper on the use of chlortetracycline and 
chloramphenicol in the treatment of acute 
herpes zoster. Over 20 papers had already 
appeared extolling the favorable results fol- 
lowing the use of these two drugs, but the 
one well-controlled study by Kass and his 
associates demonstrated them to be no more 
effective than Empirin Compound. 

The mechanism of action of corticotropin 
or cortisone is unknown. The rationale for 
using corticotropin in the first case treated in 
1950 was that the agents known to give some 
relief of the neuralgia were, for the most 
part, nonspecific protein substances which 
stimulate the production of 17-oxysteroids 
by the adrenals.’ Therefore it was felt that 
the use corticotropin or cortisone might be 
of value. 

Contributory evidence of the value of cor- 
ticotropin and cortisone in the relief of neu- 
ralgias has been reported by Moore ** and 
Weiner,’® when they demonstrated the effec- 
tiveness of these drugs in relieving the. par- 
oxysms of lightning pains in tabetic patients. 


SUMMARY 


In a controlled study of 15 cases of post- 
herpetic neuralgia, corticotropin (ACTH) 
and cortisone both proved effective in relief 
of pain in approximately 70% of the cases, 
while a placebo was effective in 36% of the 
cases. 

The 15 cases of postherpetic neuralgia 
were analyzed with regard to the age of 
patient, severity of pain, duration of pain 
and rash, and location of lesions. 

A definition of postherpes zoster neuralgia 
is offered. 

The incidence of postherpetic neuralgia 
was 22.4% in 76 cases of herpes zoster seen 
in a three-year period. 

A plea is made for adequate control studies 
when evaluating any therapeutic agent given 
for this condition. 


425 E. 63d St. 
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Review of Therapeutic Results with Case Report 


FREDERICK D. MALKINSON, M.D. 
and 
GEORGE C. WELLS, M.B., M.R.C.P., Chicago 


CA 


Periarteritis nodosa is a rare, grave dis- 
ease rerzarkable for its protean manifesta- 
tions. Although it was first described as a 
clinical entity by Kussmaul and Maier in 
1866, only 50 of 350 cases recorded by 1940 
were diagnosed prior to death.‘ Sufficient 
cases have been recognized antemortem dur- 
ing the last 15 years to attract widespread 
interest in the clinical manifestations as well 
as in-pathogenetic and therapeutic problems 
of the disorder. Increased recognition may be 
largely due to awareness of the disease entity, 
coupled with a more ready resort to biopsy, 
but some absolute increase may have occurred 
in relationship with the increased use of such 
drugs as the sulfonamides ; and there may be 
cases that formerly would have succumbed 
which, with modern drugs, have survived to 
show widespread vascular damage. It should 
also be realized’ that the scope of the term 
“periarteritis nodosa’ has been greatly 
widened during the last two decades. 
Whereas formerly the diagnosis would not 
have been made in the absence of macro- 
scopic nodules on the small arteries, we now 
accept a wide variety of conditions showing 
necrotizing vasculitis in many of which the 
lesions can only be appreciated microscopi- 
cally. Zeek* puts forward a good case for 
reconsidering this group of conditions. 

Besides recognizing the general manifes- 
tations and the characteristic arterial nodes, 
the dermatologist is increasingly aware of 
certain associated features of periarteritis 
nodosa. First, a variety of nonspecific erup- 
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tions may accompany the more serious inter- 
nal manifestations of the disease, namely, 
urticaria, purpura, and erythemas of scarla- 
tiniform, nodose, or multiform types. Sec- 
ondly and more specifically, there may be on 
the extremities changes of the livedo race- 
mosa type or symmetrical hemorrhages, 
ulcers, or gangrene. Melczer and Venkei *® 
put forward the view that in patients with 
this second group of skin lesions the disease 
may be limited to the skin. 

That periarteritis nodosa may be largely 
dependent upon some kind of hypersensitivity 
was suggested by Griiber * in 1925, and this 
concept has received some support from ani- 
mal experiments* and some from clinical ob- 
servations.t A single large dose of horse 
serum injected intravenously into the rabbit 
may ‘elicit necrotizing arterial lesions some- 
what similar to those seen in periarteritis 
nodosa. Such animal lesions are not identical 
with the classic human type of macroscopic 
or aneurysmal arteritis, and in the animals 
there is often associated disease such as ne- 
phritis or carditis, the whole condition being 
more widespread and acute than in the natu- 
ral disease. Clinically, cases have been at- 
tributed to hypersensitivity to serum,’° sul- 
fonamides,’? thiouracil,’* penicillin,* io- 
dides,* diphenylhydantoin (Dilantin) ,’° thi- 
ourea,’” poison oak antigen, and to a variety 
of other therapeutic, parasitic, and bacterial 
agents.t That some of these reactions 
are allergic is suggested when we see 
that asthma, urticaria, or vasomotor rhinitis 
occurs in 25% of cases of periateri- 
tis nodosa.”° It is also probable that in some 
cases of periarteritis nodosa the pathogenesis 
is similar to that of the Sanarelli-Shwartz- 
man phenomenon. Rostenberg ** reminds us 
that during an infectious disease there may 





* References 5 to 9. 
+ References 10 and 11. 
t References 18 and 19. 
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be much circulating material derived from 
the infecting agent which can act as the non- 
specific Shwartzman conditioner (rather like 
a bacterial filtrate injected into the circula- 
tion). If the patient then receives a drug to 
which he happens to be sensitive, the prod- 
ucts of the antigen-antibody reaction may 
violently elicit the Shwartzman reaction and 
produce the kind of necrotizing vasculitis in 
which we are interested. Whatever the na- 
ture of the disease, whether depending on al- 
lergic or Shwartzman-like processes or of 
mechanism entirely obscure, it is difficult to 
understand the chronic and slowly progres- 
sive nature of many clinical cases. 


In any event, we are confronted with a dis- 
ease characterized by severe tissue reaction 
which in the past has been little affected by 
therapy. The recent use of corticotropin 
(ACTH) and cortisone, however, has modi- 
fied the previously dismal outlook. 


The following report describes a patient 
in the early stages of periarteritis nodosa who 
showed a striking response to cortisone 
therapy. 


Mr. D. T., a 35-year-old white married printer’s 
assistant, was first seen in the Dermatology Depart- 
ment of The University of Chicago Clinics on March 
14, 1953, for intermittent, pruritic swellings of the 
hands, knees, and feet of four months’ duration. The 
patient had always been in good health previously. 
With the onset of the swellings he also noted epi- 
sodes of abdominal pain, bouts of diarrhea, chronic 
fatigue, and the sudden appearance of blanching, 
numbness, and tingling of the hands and feet on 
exposure to cold. This tingling was a prominent 
complaint independent of the swellings. After this 
first examination and a tentative diagnosis of urti- 
caria with angioneurotic edema, tripelennamine 
(Pyribenzamine) was prescribed, with moderate 
relief of edema and itching, but his remaining symp- 
toms progressed and the patient returned in two 
weeks complaining of the sudden appearance of sev- 
eral pulsating, painless nodules over the temples 
and the occipital area of the scalp. At that time the 
patient was admitted to Albert Merritt Billings 
Hospital. Further history revealed that he had been 
in contact with many chemicals, particularly volatile 
and nonvolatile organic solvents, in the previous 16 
years as a printer, but he was not aware of recent 
exposure to any new substances. He had received 
sulfonamides in 1944 for nongonococcal prostatitis 
and penicillin in 1947 for pleurisy without untoward 


effects from either medication. The patient’s mother 
had bronchial asthma, and his sister suffered from 
hay fever. 


The essential physical findings were as follows: 
BP 130/80, respirations 20 per minute, and temper- 
ature 98.6 F; pulse rate was 100, but the rhythm 
was regular; in both temporal areas and in the 
occipital region of the scalp there were five small, 
discrete, slightly tender, pulsating nodules, obvi- 
ously blood vessels; the hands were slightly edema- 
tous, while the left index finger was distinctly cool 
and showed blanching persisting for several minutes 
after friction. Immersion of this finger for three 
minutes in cold water produced blanching which 
persisted for five minutes after withdrawal. 

Laboratory data were as follows: WBC 5900 with 
59% polymorphonuclears, 21% small lymphocytes, 
2% monocytes, 14% eosinophiles; Hgb. 12.2 gm. 





Section of artery showing heavy eosinophilia in 
all coats. Note the slit-like lumen with polypoid 
thrombi, marked intimal proliferation, and loss of 
muscle fibers in the media; reduced about 40% 
from mag. xX 65. , 


per 100 cc.; RBC 3,960,000; hematocrit reading 
38% ; sedimentation rate 15 mm/hour; Kahn test 
negative; urinalysis negative; BUN 10.8 mg. per 
100 cc.; total protein 6.5 gm. per 100 cc., with 4.0 
gm. of albumin and 2.5 gm. of globulin. Two stool 
specimens for ova and parasites were negative. 
Chest film was normal. Electrocardiogram showed 
no abnormalities. 


Surgical biopsy of a branch of the left temporal 
artery showed a nodose arteritis with spectacular 
eosinophilia, marked intimitis, fraying of the elas- 
tica, degeneration of the muscularis, aneurysmal 
bulgings, and infiltration and fibrinoid degeneration 
of the adventitia (Figure). The section was inter- 
preted by Dr. Eleanor Humphreys of the Path- 
ology Department as showing an early panarteritis 
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nodosa in the active aneurysmal stage, considered 
distinct from the pattern of specific temporal arter- 
itis. 

The patient’s hospital course was afebrile and un- 
eventful beyond the appearance of new pulsatile 
swellings in the right postauricular region and over 
the occipital region of the scalp. With diagnostic 
procedures completed, treatment was begun with 25 
mg. of cortisone orally four times daily, and the 
patient was discharged from the hospital, to be 
followed. in the outpatient clinic. Upon being urged 
to change his occupation as a printer, he subse- 
quently became employed as a furniture salesman. 


The patient’s lack of symptomatic response 10 
days after discharge prompted an increase in corti- 
sone to 150 mg. daily for three weeks. Potassium 
chloride, 0.3 gm. by mouth three times daily, and 
a low-salt diet were also prescribed. During this 
period there was complete remission of paresthesia 
and swelling of the hands and feet; the prolonged 
blanching of the left forefinger on exposure to cold 
and the relative coolness of this digit could no longer 
be demonstrated. In addition, the palpable vessels 
over the head began to recede, the abdominal pains 
and diarrhea subsided, and circulating eosinophiles 
dropped from the initial 14% to 2%. In the follow- 
ing three weeks reduction in cortisone to 75 mg. 
daily was accompanied by Raynaud-like symptoms 
of the extremities on exposure to cold and episodes 
of precordial and left thoracic pains on inspiration, 
without changes on physical or x-ray examination. 
For another three months the patient continued with 
50 to 75 mg. of cortisone daily, showing complete 
resolution of the vascular nodules and complaining 
only of mild numbness and tingling of both hands. 
One month later cortisone was discontinued, and it 
should be noted here that at no time did the patient 
show clinical or laboratory signs of the metabolic 
“side-effects” of adrenal steroid therapy. Follow-up 
examination for another 12 months revealed the pa- 
tient to be entirely well except for occasional ting- 
ling sensations in the hands on exposure to cold. 


COMMENT 


In October, 1949, Goldman and associ- 
ates 2? reported the first case of periarteritis 
nodosa treated with corticotropin. Since that 
time numerous reports of one or more such 
cases treated with cortisone or corticotropin 
alone, and occasionally with both agents suc- 
cessively, have appeared in the medical litera- 
ture. A review of 37 patients described in 
these publications § revealed that they ranged 





§ References 22 to 39; also Carey and others, 
and Irons and others: Personal communications to 
the authors. 
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in age from 3 to 69 years, were predomi- 
nantly male in a 2:1 ratio, and commonly 
suffered seriously from certain of the follow- 
ing symptoms: fever, weight loss, abdominal 
pain, neuropathy, arthritis, diarrhea, asthma, 
and muscular pains and weakness. Single or 
multiple courses of treatment were given 
over periods varying from five days to six 
months, with total dosages ranging to 4 gm. 
of corticotropin and 15 gm. of cortisone. 


Three of these 37 patients were essentially 
well one or two years after single courses of 
therapy. Sixteen patients, followed for a few 
days to 15 months after treatment, were mod- 
erately improved. Two cases (Goldman’s 
and Mundy’s) subsequently required con- 
tinued maintenance therapy with cortisone 
and at the time of this writing had received 
25 to 100 mg. daily for a three-year period 
with good results.|| Four patients still receiv- 
ing corticotropin or cortisone after two and 
a half to eight months of treatment had 
shown an unsatisfactory response, and in at 
least two of these the prognosis seemed poor. 
The 12 remaining patients succumbed, 9 
within the first five months of treatment, and 
3 several months tc two years after therapy. 
Fatal outcome was directly attributable to 
the periarteritis nodosa in eight of these pa- 
tients, of whom four died of cardiac and renal 
failure, two died of renal failure alone, and 
two died suddenly of hemorrhage from an 
aneurysmal vessel. In two instances death 
resulted from conditions apparently unre- 
lated to the arterial disease, one patient 
dying after rupture of a cerebral congenital 
aneurysm which showed no evidence of pan- 
arteritis and one expiring with pleural and 
subphrenic infection from Escherichia coli 
(B. coli). In the remaining two cases the 
immediate cause of death was not determined. 


Corticotropin and cortisone bring immedi- 
ate symptomatic relief to most patients with 
periarteritis nodosa. In 35 of the 38 cases 
reviewed (including our own) there was 
slight to marked subjective improvement 
appearing within 24 to 72 hours, or occa- 
sionally within one to three weeks, after ini- 





|| Personal communication with the authors. 
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tiation of therapy. Malaise, weight loss, diar- 
rhea, abdominal pains, arthritis, muscular 
pains and weakness, and asthma were all 
favorably affected. Peripheral neuropathy, 
however, was notably resistant and seldom 
alleviated. Upon withdrawal of treatment 
some exacerbation of symptoms usually oc- 
curred, but in most patients reintroduction 
of therapy resulted in improvement. 

In the patients in whom therapy was suc- 
cessful clinical and laboratory changes were 
often correlated with symptomatic remission. 
Elevated temperatures frequently declined, 
often to normal levels. Cutaneous lesions and 
hemorrhages cleared in four out of the seven 
cases in which they were present. Aneurys- 
mal cutaneous vessels showed clinical heal- 
ing in the three cases in which they were 
observed. Elevated blood pressures were 
lowered in two patients but remained un- 
changed in the majority of cases, while in 
three patients hypertension developed during 
the period of therapy (unaccompanied by a 
Cushing-like state). Sedimentation rates de- 
clined almost uniformly, but reversion to 
normal levels occurred only in cases with the 
most impressive therapeutic results. Micro- 
scopic hematuria and albuminuria diminished 
or disappeared in three cases; several pa- 
tients showed no change in their disordered 
renal status, while three others developed 
progressive uremia. Reversed albumin-glob- 
ulin ratios were corrected in the three cases 
in which they were noted. In rare instances 
lowered hemoglobin concentrations rose, and 
in one case there was a fall in marked leuco- 
cytosis. Most patients found to have a posi- 
tive muscle biopsy prior to therapy showed 
healing arterial lesions and disappearance of 
infla€mmatory changes when muscle biopsy 
was repeated during treatment with adrenal 
steroids. 

The majority of diseases of nonadrenal 
origin responding to the adrenal steroids do 
so because of inhibition of inflammatory re- 
actions. Moreover, in periarteritis nodosa 
other mechanisms may ‘be involved. Cortico- 
tropin and cortisone have been shown to 
inhibit antibody synthesis *° and reduce anti- 
body levels,** to repress such manifestations 





of tissue injury as the Shwartzman phe- 
nomenon,** active Arthus phenomenon,*® and 
tuberculin reaction,** to influence ascorbic 
acid metabolism,{] and perhaps, thereby, con- 
nective tissue metabolism, and to provide 
striking clinical responses in some patients 
with allergic disorders such as_ bronchial 
asthma, urticaria, and drug reactions in gen- 
eral.# These observations, coupled with 
Berthrong’s demonstration that adrenal ster- 
oids will protect rabbits sensitized to horse 
serum from vascular lesions resembling those 
of periarteritis nodosa,* would suggest that 
corticotropin and cortisone are eminently 
qualified as therapeutic agents for the treat- 
ment of that disease. Nonetheless, despite 
these theoretical considerations and good 
initial treatment results, it is apparent on 
reviewing the case histories that the thera- 
peutic efficacy of corticotropin and cortisone 
is greatly limited over the longer term. 

In order to evaluate properly the influence 
of treatment one must consider the natural 
course of the disease. As more cases of peri- 
arteritis nodosa have been diagnosed prior 
to death the estimated mortality rate has 
progressively fallen from 95% to 50%, al- 
though the true figure probably lies between 
these extremes. Remissions and intermis- 
sions in the course of the disease are not rare, 
and, despite an average life expectancy of 
about two years, cases of 5, 6, 8, 10, 14, and 
25 years’ duration have been reported.f 
Complete healing of all arterial lesions at 
autopsy is an extreme rarity, however, and 
only five reports describing such cases had 
been published prior to the adrenal steroid 
era.°* The absence of active lesions in muscle 
biopsies of many patients treated with corti- 
sone or corticotropin and the postmortem 
finding of healing of all lesions in six cases 
(one each of Tucker’s and Drury’s, two of 
Shick’s, and three of Symmers’) suggest 
that this occurrence following adrenal ster- 
oid therapy is more than coincidental. But 
granted certain beneficial effects from cortico- 





{| References 44 to 46. 

# References 47 and 48. 

* References 49 and 50. 

+ References 51, 52, and 59. 
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tropin and cortisone, why are not the ulti- 
mate results of therapy more striking? The 
answers lie in many directions. 

First, it is obvious that if one undertakes 
treatment in a gravely ill patient already 
showing marked organ dysfunction, the 
chances of success are slim. In addition, 
Symmers** and Baggenstoss and his co- 
workers ** have shown that a serious thera- 
peutic paradox may result from the use of 
adrenal steroids, namely, that in essential 
organs showing diffuse arterial involve- 
ment, widespread post-treatment healing 
with fibrous luminal obliteration may be fol- 
lowed by multiple infarctions endangering 
functional survival. Necropsy examination of 
Drury’s patient ** and Baggenstoss’ two 
cases ** revealed that this feature apparently 
contributed to death in each instance. 


Another adverse effect of extensive ob- 
literation of vascular lumina following 
treatment is the possible production of hyper- 
tension either directly by raising peripheral 
resistance or indirectly by producing renal 
ischemia (Goldblatt phenomenon).** In the 
two cases described by Symmers and Litch- 
field,** for example, gradual development of 
hypertension following treatment was noted 
without accompanying Cushing-like changes. 
Furthermore, this complication may conceiv- 
ably lead to additional chang’s in the blood 
vessels, producing a circle of pathological 
events.{ Possibly illustrative of the important 
relationship between elevated blood pressure 
and vascular changes are the reports of Bar- 
num ** and Symmers ** describing two cases 
of periarteritis nodosa with complicating 
hypertension benefited by sympathectomy. 

It is also apparent that the therapeutic 
effects of corticotropin and cortisone show 
certain limitations in arterial healing. In the 
light of autopsy studies Symmers has ex- 
pressed the belief that even with adrenal 
steroid therapy the aneurysmal lesions heal 
poorly. Illustrative of this is Symmers’ first 
case, in which the patient died following 
intra-abdominal hemorrhage from a ruptured 
aneurysm in spite of treatment. 





t References 56 to 58. 
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Additional problems are presented by the 
80% incidence of renal involvement in peri- 
arteritis nodosa. In a series of 30 cases Rals- 
ton and Kvale *® have found that 10 died in 
renal failure, and that on necropsy examina- 
tion 8 of these showed glomerulonephritis in 
addition to the renal lesions of the underlying 
disease. Burnett and associates ® have de- 
scribed the clinical inefficacy of cortisone in 
treating acute glomerulonephritis. Further- 
more, Ehrenreich and Olmstead ®* have re- 
ported death from malignant hypertension in 
a patient with periarteritis nodosa given a 
total of 600 mg. of cortisone. This complica- 
tion, however, has also been described occa- 
sionally in untreated cases. It seems that 
adrenal steroids may have little or no bene- 
ficial effect on impaired renal function, and, 
in the infrequent case, may have unfortunate 
effects. 

In the realm of less objective .considera- 
tions it is possible that in the individual case 
specific etiologic factors are of great impor- 
tance in determining therapeutic success. 
Where a specific antigen-antibody mechanism 
is involved in the pathogenesis of periarteritis 
nodosa it may be that the adrenal steroids 
produce significant long-term therapeutic re- 
sults through the depression of antibody 
levels and antibody synthesis. Such effects, 
together with inhibition of inflammatory re- 
actions, might well exceed the results ob- 
tained from the latter effects alone when 
corticotropin or cortisone is administered to 
the many cases in which no specific hyper- 
sensitivity process can be found. It is con- 
ceivable then that in the treatment of peri- 
arteritis nodosa dosage, length of time of 
administration, presence or absence of re- 
peated exposures to the allergen when 
demonstrable, and specific immunological 
systems involved are all of fundamental im- 
portance in determining response. 

In conclusion, it seems clear that the 
adrenal steroid hormones are two-edged 
weapons at best and that full evaluation of 
results in the light of the varied problems 
presented awaits long-term observations and 
comparisons of treated and untreated pa- 
tients. Nonetheless, corticotropin and corti- 
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sone are the most effective therapeutic agents 
available at present for the treatment of peri- 
arteritis nodosa despite serious disadvantages 
and the lack of demonstration to date of a 
specific action against etiologic disease fac- 
tors. Their use must be weighed judiciously 
in every instance. One may expect the best 
results in the type of case described in this 
report, namely, in a relatively young patient 
in whom treatment is begun prior to the 
development of extensive visceral involve- 
ment and continued with adequate dosage 
over a period of time sufficient for abatement 
of abnormal signs, symptoms, and laboratory 
findings. 
SUM MARY 

The present day concepts of the etiology 

of periarteritis nodosa are briefly presented. 


The case of a patient treated with cortisone 
for 5 months and remaining well 12 months 
later is described. 

The literature concerning treatment of 
periarteritis nodosa with corticotropin and 
cortisone is reviewed. The possible mecha- 
nisms of therapeutic action of adrenal ster- 
oids in this disease are discussed, and the 
results of therapy are evaluated. 
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The inhibitory effect of prophenpyrid- 
amine (Trimeton) maleate * (1-phenyl-1- 
[2-pyridyl] - 3-dimethylaminopropane male- 
ate) on. the growth of Blastomyces dermatit- 
idis induced us to investigate certain aspects 
of this phenomenon. In our previous experi- 
ments ¢ we noticed a partial inhibition of 
B. dermatitidis at 0.003 M prophenpyrid- 
amine maleate and complete suppression of 
growth at 0.015 M prophenpyridamine mal- 
eate. 

EXPERIMENTAL INVESTIGATION 


1. Effect of Prophenpyridamine Maleate 
on Experimental Blastomycosis in Mice.— 
For investigation of the therapeutic implica- 
tions of these findings, mice were . infected 
with B. dermatitidis and treated with pro- 
phenpyridamine maleate. Twenty-eight al- 
bino mice of the Swiss strain (18 to 20 gm.) 
were infected by the intraperitoneal. route 
with a heavy suspension of the yeast phase 
of B. dermatitidis suspended in 4% maltose, 
1% peptone water. The organisms used for 





From the Department of Dermatology and 
Syphilology of New York University Post-Gradu- 
ate Medical School (Dr. Marion B. Sulzberger, 
Chairman), and the Service of Dermatology and 
Syphilology of Belleviie Hospital (Dr. F. C. 
Combes, Chief of Service). 

*Trimeton maleate was supplied by Edward 
Henderson, director of clinical research, Schering 
Corporation, Bloomfield, N. J. 


+ References 1 and 2. 
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the mouse inoculations had been grown on 
blood agar in the incubator at 37 C for two 
weeks. The animals were divided into two 
groups for therapy, with paired controls re- 
ceiving no treatment. Therapy was adminis- 
tered by subcutaneous injection of prophen- 
pyridamine maleate, with a daily dosage of 
40 mg/kg., divided into two injections per 
day.. One group of the treated mice received 
therapy from the day of infection; in the 
other group therapy was initiated on the 
10th day after the date of infection. For the 
prophylactic trial, 20 mice were divided into 
two groups. One group received 40 mg/kg. 
of prophenpyridamine maleate daily for five 
days preceding infection with B. dermatit- 
idis; the other group received no pretreat- 
ment, and treatment was instituted at the 
time of experimental infection. 

All animals were killed on the 21st day 
after infection, since in the experience of 
Spring * infection with B. dermatitidis is at 
a maximum in mice at this time. At autopsy, 
infection could be readily demonstrated by 
the presence of widespread nodules and 
partly necrotic masses affecting the mesen- 
tery and retrosplenic, and retrohepatic re- 
gions. Infection was determined by positive 
wet mounts and positive cultures, and by 
demonstrating the micro-organism in histo- 
logic sections. 

These experiments indicated that pro- 
phenpyridamine maleate, under the condi- 
tions of the experiment, failed to prevent the 
infection, and furthermore the infected ani- 
mals did-not respond favorably to the therapy 
with prophenpyridamine maleate. 

II. Role of Peptone and Cations in the 
Reversal of the Growth-Inhibiting Effect of 

















BLASTOMYCES DERMATITIDIS INHIBITORS 


Prophenpyridamine Maleate.—In order to 
elucidate the mechanism of the in vitro inhib- 
itory effect of prophenpyridamine maleate 
on the growth of B. dermatitidis, a series of 
experiments was conducted to determine a 
means of reversing this inhibition and to 
search for an explanation of the mechanism. 
For that purpose the following substances 
were incorporated in an 0.03 Ma prophenpy- 
ridamine maleate, 4% glucose, 1% neopep- 
tone agar: (1) Neopeptone (Difco); (2) 
ashed mineral residue of Neopeptone; (3) 
histamine dihydrochloride; (4) 1-histidine 
monohydrochloride (Tables 1 and 2). Be- 

















of B. dermatitidis was obtained that was 
equal in each case to the growth with the 
corresponding amount of Neopeptone. Thus 
the ashed residue evidently caused a marked 
reversal of the inhibitory effect of prophen- 
pyridamine maleate. Growth with the largest 
amount of ashed residue added (equivalent 
of 600 mg. Neopeptone) was not quite equal 
to the growth in the untreated control, but 
the extent of growth in the experimental 
tubes varied directly with the concentrations 
of added ashed residue (Table 1). 
Subsequent trials with the following ca- 
tions have been performed: Mg, Na, K, Ca, 


TasL_eE 1—Comparison of Extent of Growth of B, Dermatitidis on Prophenpyridamine-T reated 
Medium in the Presence of Added Neopeptone and Ashed Neopeptone 








Record of Controls 


4% glucose, 1% peptone agar, no addition; growth covering entire slant 

4% glucose, 1% peptone agar plus 0.083M prophenpyridamine maleate; no growth 

4% glucose, 1% peptone agar plus 400 mg. Neopeptone; enhanced growth covering entire slant 

4% glucose, 1% peptone agar plus 15.6 mg. ashed Neopeptone; enhanced growth covering entire slant 


Addition of Neopeptone tu 0.03 M Prophenpyridamine 
Maleate in 4% Glucose, 1% Peptone Agar 
A 





Amount of - 


Neopeptone Colony Size Colony Size 
Added Tube 1 Tube 2 
200 mg. 6 mm. 7mm. 
400 mg. 17 mm. 12 mm. 
600 mg. 17 mm. 19mm. 


Addition of Ashed Neopeptone to 0.08 M Prophenpyrid- 
amine Maleate in 4% Glucose, 1% Peptone Agar 





Amount of 
Ashed 
Neopeptone Colony Size Colony Size 
Added Tube 1 Tube 2 
7.8 mg.t 6mm. 7mm, 
15.6 mg. 1l mm. 10 mm. 
23.4 mg. 19 mm. 20 mm. 





* Diameter of colony in millimeters. 
+ 7.8 mg. ash is equivalent to 200 mg. Neopeptone 


fore incorporation of the added substances, 
the pH in each instance was adjusted to the 
pH level of the medium. Experimental tubes 
were inoculated at one point from a fresh 
culture of B. dermatitidis and incubated at 
room temperature for one month, when the 
the extent of growth was determined by in- 
spection. 

Reversal of the inhibitory effect by addi- 
tions of Neopeptone (200 to 600 mg. Neo- 
peptone added per 20 ml. culture medium) 
induced us to investigate whether the min- 
eral content or the organic part of the Neo- 
peptone was involved in this mechanism. 
After ashed Neopeptone (ashed residue of 
200 to 600 mg. Neopeptone per 20 ml. cul- 
ture medium) was added to the prophenpy- 
ridamine-containing glucose medium, growth 


TasLe 2.—Effect of Histamine and Histidine on 
Growth of B. Dermatitidis in Prophenpyridamine 
4% Glucose-1% Peptone Agar 








Con- 
centra- 
tion of Con- Con- 
Prophen- centra- centra- 
pyrid- tion of tion of 
Tube amine Hista- Histi- 

No. Maleate mine dine Observations 
1 0 0 0 4+ growth * 
2 0.03 M 0 0 No growth 
3 0.03 M 0.03 M 0 No growth 
4 0.03 M 0.06 M 0 No growth 
5 0.038 M 0.09 M 0 No growth 
6 0 0.06 M 0 Enhanced 

growth 
7 0 0.09 M 0 Enhanced 
growth 
8 0.03 M 0 0.03 M No growth 
9 0.038 M 0 0.06 M No growth 

10 0.03 M 0 0.09 M No growth 

11 0 0 0.06 M Enhanced 

growth 

12 0 0 0.09 M Enhanced 

growth 





* Results reported represent 6 replicate tubes for each 


eondition with uniform findings. 
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Li, Ba, Ni, Sr, and Fe. With the exception 
of nickel and lithium, the remaining metals 
(added in molar concentrations equal to the 
concentration of prophenpyridamine maleate 
in the medium as well as in twice that 
amount) showed appreciable reversal of the 
growth inhibition by prophenpyridamine 
maleate. 

III. Role of Anions.—In order to complete 
our investigations, it was deemed of interest 
to observe the effects of different anions on 
the growth of B. dermatitidis in the presence 
and absence of prophenpyridamine maleate. 


A. M. A. ARCHIVES OF DERMATOLOGY 


observed except in the tubes containing 
acetate. It was of interest that sodium iodides 
did not inhibit the growth, whereas the 
iodides exert a well-known therapeutic effect 
in the human infection. 


Reviewing the available literature, one 
finds Williams and Southworth * are the only 
authors who studied the effect of. anions of 
the Hofmeister series on pathogenic fungi. 
They concluded from their experiments that 
the inhibitory effect of anions (using the 
cation sodium) tested with pathogenic and 
nonpathogenic fungi with varying concen- 


Taste 3.—Effect of Inorganic Salts of Physiologically Active Metals on Prophenpyridaminc 
Maleate Inhibition of B. Dermatitidis 








Controls: Medium Control..... 


4+ Good Growth 


0.08M Prophenpyridamine Maleate No Growth 






















0.08M Prophenpyrid- 
amine Maleate 


Plus Concentration I * 


0.083M Prophenpyrid- 
amine Maleate 


Concentration II 
of Mineral Salt ¢ 


of Mineral Salt t Plus Concentration II * (No Prophenpyrid- 
Mineral Salt sad baad of Mineral Salt t amine Maleate) 
Dot See eee a ee etecnceseceecrs 6 mg. 0.005M. 12 mg. 0.01M 12 mg. 0.01M 
Reading at 1 month................ = growth contaminated 4+ growth 
pS 1 eae gare Sire Ger eee OM eet ons 10 mg. 0.0065M. 20 mg. 0.018M. 20 mg. 0.013M 
Reading at 1 month................ + growth + growth 8+ growth 
SCE sis da consi de tenbidateineks 3 meg. 0.005M 6 mg. 0.01M 6 mg. 0.01M 
Reading at 1 month................ 1+ growth 2+ growth 3+ growth 
ME SPAR obi vs dn sc adsense checes 2.5 mg. 0.0004M 5 mg. 0.0008M 5 mg. 0.0008M 
Reading at 1 month................ 0-+ growth +-1+ growth 3+ growth 
CaCle plus MgSO. 7Heo............. 3 mg. 0.006M 6 mg. 0.01M 6 mg. 0.01M 
Reading at 1 month................ 2.5 mg. 0.0004M 5 mg. 0.0008M. 5 mg. 0.008M 
+-144+ growth 2+ growth 8+ growth 
FeSOs(NHa)2 SOs-6Heo ............. 65 mg. 0.0006M. 13 mg. 0.0012M. 13 mg. 0.0012M 
Reading at 1.month................ + growth 2+ growth 4+ growth 








* Concentration I—Amount of mineral salt in 400 mg. Neopeptone. 


Concentration Il—Amount of mineral salt in 


800 mg. Neopeptone. Calculated from Difeo Manual, ed. 8, Difeo Laboratories Inc., Detroit 1, p. 175. 
t Column 1—Amount of mineral salt added to 20 ml. medium. Column 2—Final molar concentration of mineral salt. 


For that purpose the following sodium 
salts were incorporated in the medium: 
acetate bromide, citrate, nitrate, phosphate, 
chloride, sulfate, and iodide, The concentra- 
tions employed were 0.03 M and 0.06 M in 
the presence of 0.63 M prophenpyridamine 
maleate. Controls of the anions alone were 
run at the controls of 0.06 M level. The 
manner of inoculation and incubation of the 
experimental media was the same as that 
described above. 

Results: None of the anions (as sodium 
salts) reversed the prophenpyridamine ma- 
leate inhibition. However, in all the controls 
a profuse growth of B. dermatitidis was 
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trations in a liquid medium (4% peptone, 
1% dextrose at pH 5.6) did not follow the 
Hofmeister series. However, the acetate and 
sulfate anions with the sodium cation are 
the most inhibitory, and the chloride anion 
with the sodium cation is the least inhibitory. 
These results cannot be confirmed in our 
experiments since, in the concentrations em- 
ployed, none of the anions except the acetate 
had the slightest inhibitory effect. 

IV. Investigation of the Metal-Chelating 
Agents: Edathamil—The purpose of this 
experiment was to investigate whether metal 
complex-forming substances such as eda- 

















BLASTOMYC ES DERMATITIDIS INHIBITORS 


thamil disodium ¢ (one of the Sequestrenes) 
after forming complexes in the medium 
would inhibit the growth of B. dermatitidis. 

In an experimental trial of such a pos- 
sibility, edathamil disodium was added to 
the 4% glucose, 1% peptone medium in 
varying concentrations and inoculated and 
incubated as above. The inhibitory concen- 
tration of edathamil disodium was found to 
be 0.003 M. By analogy with prophenpyrid- 
amine maleate, it was presumed that the 
inhibitory effect of the edathamil could be 
attributed to the unavailability of the essen- 
tial cations to the fungus in the presence of 





tion and observation were similar to the pre- 
viously described experiment. All tests were 
done in duplicate. Except for one tube with 
0.003 M NiSQO, and one tube with 0.003 M 
CaCle, none of the tubes with the edathamil 
and metal salts showed growth. The growth 
that was observed in the two tubes appeared 
in the fifth week and was about 25% of. the 
size of the control. 

V. The Inhibitory Effect of Acetates in 
Glucose-Containing Media and the Effects 
of Various pH Concentrations.— Section A: 
The inhibitory effect of sodium acetate in 
4% glucose, 1% peptone medium induced us 


TasLe 4.—Effect of Acetate Salts on Growth of B. Dermatitidis 








Degree of Inhibition of Growth of B. Dermatitidis by Acetate Salts 
(Effective Normality Shown in Columns) 


RAR Se 





4% Glucose, 
1% Peptone Agar 
mee 


4% Glucose, 


3% Peptone Agar 3% Peptone Agar 
aii 





7 ata Cae .. ™’ 
Partial Complete Partial Complete Partial Complete 
Media Inhibition Inhibition Inhibition Inhibition Inhibition Inhibition 
Sodium acetate ..............eeec00- 0.015 N 0.03 N 0.015 N 0.03 N None None 
Growth Growth 
through through 
0.06 N 0.06 N 
Potassium acetate .............0000 0.015 N 0.08 N 0.015 N 0.038 N None None 
Growth Growth 
2 through through 
0.06 N 0.06 N 
Magnesium acetate ...............6. 0.015 N 0.03 N 0.015 N 0.03 N None None 
Growth Growth 
through through 
0.06 N 0.06 N 


Points established: 


1, In the absence of glucose, acetate does not inhibit the growth of B. dermatitidis in the concentrations tested. 
2. Three different acetate salts, with different cations, exert similar effect on growth of B. dermatitidis in the 


presence of 4% glucose 


3. The presence of additional peptone (8%) does not influence the growth inhibition. 





the metal complexing agent. However, in 
an additional experiment, several cations 
were added to 0.003 M. Edathamil disodium 
in Sabouraud’s 4% glucose medium. The 
concentrations of the mineral salts used were 
0.003 M, 0.006 M, and 0.03 M. Controls 
consisted of mineral salts without edathamil. 
The following mineral salts were tested: 
LiCl, NaCl, KCl, SrCle, MgCle, CaCl, 
BaClo, NiSO,4. The edathamil solution was 
sterilized separately and added to sterile 
melted and cooled medium, after which the 
respective mineral salts were added. Inocula- 





+ Sequestrenes were supplied by Mr. H. W. Zuss- 
man, Alrose Chemical Company, Providence, R. I. 





to investigate the effect of the acetate salts. 
For that purpose, Na, K, and Mg acetate 
in concentrations from 0.015 N to 0.06 N 
were added to the 4% glucose, 1% peptone 
agar, to 4% glucose, 3% peptone agar and 
to 3% peptone agar (no glucose). The salts 
utilized were of C. P. quality, sterilized by 
Seitz filtration, and were added to the already 
sterilized media in the indicated concentra- 
tions. The methods of inoculation and obser- 
vation were as described previously. 

Under the conditions of our experiment, 
in the absence of glucose, acetate does not 
inhibit the growth of B. dermatitidis in the 
concentrations tested. Three different acetate 
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A. M. A. ARCHIVES OF DERMATOLOGY 


salts with different cations exert a uniform 
inhibitory effect on the growth of B. derma- 
titidis in the presence of 4% glucose. The 
presence of additional peptone (3%) does 
not influence the growth inhibition (Table 4). 

Section B: The well-known fact that cer- 
tain enzyme systems are highly sensitive to 
the hydrogen ion concentration prompted 
us to vary the hydrogen ion concentration 
in the media containing glucose and acetate. 
For that purpose, phosphate buffer at a level 
of 0.5% was added to our culture media in 
order to maintain the stated pH. For this 
purpose 5 gm. of KHz PO, and 5 gm. of 


buffer or adjustment of the medium were 
also run. The details of inoculation and 
growth studies were as described previously. 
In media buffered at pH 7.8, growth of B. 
dermatitidis was observed, whereas growth 
was inhibited in the buffered medium at 
pH 6 as well as in the unbuffered tubes 
(Table 5). 

VI. Influence of Ascorbic Acid on the 
Inhibitory Effect of Glucose-Acetate Media. 
—The possibility of the formation of tetronic 
acid during the oxidation of glucose was 
considered. In that case, it is assumed that 
the toxic effect of this substance may be over- 


TasB_e 5.—Effect of Phosphate Buffer at pH 69 and pH 7.8 on the Growth of B. Dermatitidis 
in 4% Glucose, 1% Peptone Agar with Varying Concentration of Potassium Acetate 











Initial pH 


No 
Acetate Control 


Adjustment of Media 


Control—no buffer added 
0.5% phosphate buffer pH—6 


0.5% phosphate buffer pH—7.8...............00008. 7.8 


Concentration of K Acetate in Mediam 
AN 





iS See 

Initial pH 
with 
0.03 N 

0.003 N 0.015 N 0.03N 0.06N Acet. 


4+ 44 4+ 0 0 6.2 
44+ 4+ 44+ 0 0 6.12 
Delay in Appearance of Growth * 


2+4- 4+ 4+ 4+ 4+ 7.8 


+-4+ = growth 
0 = absence of growth 


Experimental Technique 
5 gm. KH2PO;s | 


and 
5 gm. NazHPO.s 


made up to 100 ml. with dist. HzO. Divided batch in 2 parts, Part I adjusted with 
HC! and Part II with NaOH to desired pH. 


K acetate solution autoclaved separately. Added to sterile media in caleulated amounts. 


Autoclaved separately. 
Incubation at room T. 


Note: This batch of medium was slightly contaminated with bacteria. 





* Note: Appearance of growth was markedly delayed (7-10) days in tubes at pH 7.8. Growth was at first quite waxy 


in appearance and later became fluffy. 
growth, 

Naz HPO, were made up to 100 ml. with 
distilled water. This was divided into two 
parts: Part 1 was adjusted with HCL and 
Part 2 with NaOH. The acid buffer was 
autoclaved separately and added to the 4% 
glucose, 1% peptone medium, with a final 
concentration of buffer of 0.5% and a final 
pH of 6.09 as checked with the. Beckman 
pH meter. The varying concentrations of 
potassium acetate were autoclaved separately 
and added to the buffered medium. The alka- 
line buffer was treated in the same way, 
giving a final pH in the medium of 7.8 and 
a final concentration of 0.5% phosphate 
buffer. Control tubes with the varying con- 
centrations of potassium acetate without 
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Control at pH 7.8 inhibited. At pH 7.8 with acetate there was more luxurious 


come by ascorbic acid. For that purpose, we 
added 0.01 M, 0.03 M, and 0.06 M concen- 
trations, respectively, of sodium ascorbate 
to 0.03 M and 0.06 M potassium acetate- 
glucose medium. The inoculated tubes were 
maintained in the dark to minimize the 
oxidation of ascorbic acid. Despite that, in 
inedia containing these mixtures a brownish 
discoloration was observed which was due 
to the unavoidable oxidation of ascorbic 
acid. In order to determine the residual 
amount of ascorbic acid, quantitative analyses 
were done three weeks after inoculation.§ 


§ Done by Alexander Greenstein, B.S., Chemical 
Laboratory, Bellevue Hospital. 
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The following are our findings: 


Ascorbie 
Acid 
Found 
After 
3 Wk., 
Mg. 
1. Ascorbie acid, 0.06 M in 20 ec. of media 
CCOMETO)) ov ee bcc deccedeersceconcctes 5. 
2. Potassium acetate, 0.03 M 
Ascorbic acid, 0.01 M............-eeeeeeeee 0.58 
3. Potassium acetate, 0.03 M 
Ascorbic acid, 0.03 M.............eeeeeeees 0.97 
4. Potassium acetate, 0.03 M 
Ascorbic acid, 0.06 M..........c. cece eeeeee 1.97 


Growth was observed only in the control 
tube, whereas addition of sodium ascorbate 
in the potassium acetate-containing glucose 
media did not show growth. It is of interest 
to note that the rate of oxidation of ascorbic 
acid appears to be greater in the tubes con- 


taining potassium acetate than in the glucose. 


agar tubes. 
COMMENT 


The lowered oxidation or utilization of 
acetates by living cells grown on media con- 
taining glucose in comparison with cells 
grown on an acetate medium alone has been 
observed by several investigators (Williams 
and Southworth,* Ajl,° Umbarger,® Boyd 
and Lichenstein,? Bernheim®). The exact 
mechanism of this phenomenon, however, 
is still somewhat unclear. The observations 
reported are based on experiments utilizing 
manometric cell respiration. Umbarger’s 
recent paper is, to our knowledge, the only 
one which offers an explanation of the inter- 
relationship of glucose and acetate as it is 
metabolized by Escherichia coli. His observa- 
tions of a patient and a mutant strain of E. 
coli showed a difference in utilization of 
acetate following growth on glucose-contain- 
ing medium. The parent strain could utilize 
acetate under these conditions whereas the 
mutant strain required the addition of a 
dicarboxylic acid (e. g. fumarate) as a 
sparking agent (cocarboxylase). According 
to the author, the parent strain oxidated 
acetate at virtually the same rate, suggesting 
that the citric acid cycle is employed. This 
investigation, as well as the many others, 
deals with oxidative phenomena of acetate 
and glucose metabolism, whereas our obser- 








vations deal mainly with growth pheonomena. 
In our experiment, complete inhibition of 
growth of B. dermatitidis was observed in 
the presence of both glucose and acetate. 
Distinct reversal of this inhibitory effect was 
observed when the medium was maintained 
at pH 7.8 but not at pH 6. 


SUMMARY. 


The growth-inhibiting effect of prophen- 
pyridamine (Trimeton) maleate glucose 
medium on Blastomyces dermatitidis is re- 
ported. 


Prophenpyridamine maleate had neither 
prophylactic nor curative value in experi- 
mental blastomycosis in mice. 

The inhibitory effect of prophenpyridamine 
maleate could be reversed by adding 200 to 
600 mg. of Neopeptone or ashed Neopeptone. 

The addition of 1-histidine monohydro- 
chloride or histamine in amounts up to and 
including three times the inhibiting concen- 
tration of prophenpyridamine maleate failed 
to overcome the inhibition. 

The addition of magnesium, calcium, 
barium, strontium, and iron in molar con- 
centration equivalent to the inhibiting molar 
concentration of prophenpyridamine maleate 
reversed the inhibitory effect of prophen- 
pyridamine maleate. Lithium and nickel had 
no effect whatsoever. 


Sodium acetate, citrate, bromide, iodide, 
chloride, phosphate, sulfate, and nitrate failed 
to reverse the inhibition, but growth was 
inhibited in culture tubes containing sodium 
acetate and glucose. 

The metal-chelating agent edathamil di- 
sodium (Sequestrene) in 0.0003 M concen- 
tration inhibited growth of B. dermatitidis. 

Trial of eight mineral salts in a concen- 
tration 10 times the molar equivalent of the 
inhibiting concentration of edathamil failed 
to reverse the inhibition of B. dermatitidis 
by edathamil. However, in two tubes con- 
taining nickel sulfate and calcium chloride, 
respectively, a late and scanty growth was 
observed. 
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Sodium, potassium, and magnesium ace- 
tate exerted a uniform inhibiting effect on B. 
dermatitidis in glucose-containing medium, 
whereas in the absence of glucose, a profuse 
growth was observed. 

Buffered media containing acetate and 
glucose at pH 7.8 allowed .growth of B. 
dermatitidis, whereas at pH 6.0, inhibition 
was observed. 

Ascorbic acid in various molar concentra- 
tions did not overcome the inhibiting effect 
of glucose and acetate medium. 
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FAVORABLE RESPONSE OF NECROBIOSIS LIPOIDICA DIABETICORUM 


TO HYDROCORTISONE SUSPENSION 
LEONARD E. SAVITT, M.D., Los Angeles 
NIE 


Inasmuch as necrobiosis lipoidica diabeticorum is 
difficult to treat, I feel justified in reporting the 
response of a single case to injections of hydro- 
cortisone suspension. 

E. M., a 25-year-old white housewife, presented 
herself to me in December, 1949, complaining of an 
hourglass-shaped lesion on her right leg, present 
since 1946. Clinical appearance and biopsy were 
those of necrobiosis lipoidica diabeticorum. The 
patient’s maternal aunt and grandfather had dia- 
betes. The patient’s urinalysis and glucose-tolerance 
tests were normal. The lesion was frozen with 
solid carbon dioxide for four successive weeks, with- 
out improvement, and then irradiated with 75 r of 
x-ray (factors not available) by another dermatolo- 
gist for four successive weeks, without success. The 
patient returned in March, 1952, at which time a 
preparation was prescribed for local use, consisting 
of 500 mg. of cortisone in 20 gm. of polyethylene 
glycol 1500 (Carbowax 1500), as recommended by 
Newman and Feldman.1 The lesion cleared dra- 
matically in two months and remained clear. 

The patient returned in May, 1954, with two new 
lesions on the right leg about 2 in. (5 cm.) below 
the previous one. She had used the aforementioned 
cortisone ointment on the new lesions without im- 
provement. : 
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The smaller lesion was treated by injection into 
the lesion of 0.25 cc. of saline suspension of hydro- 
cortisone acetate (Hydrocortone, Sharp & Dohme), 
containing 25 mg. per cc., which was followed by 
about 50% improvement. At six two-week intervals 
0.5 cc. of the same preparation was injected into 
both lesions. Improvement was most rapid at first, 
up to a final point of 90% improvement, beyond 
which no progress occurred. It was noted that as 
the fluid was injected it followed the configuration 
of the outer border of the lesions. 

The patient was observed after a period of one 
month, and 90% improvement was found to be 
maintained. 

SUMMARY ‘ 

Two lesions of necrobiosis lipoidica diabeticorum 
on the leg of a patient showed about 90% improve- 
ment following injections of hydrocortisone acetate 
into the lesion. Previous lesions in the same patient 
had responded readily to application of cortisone 
ointment. 


1033 Gayley Ave. 
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Considerable interest exists in the aller- 
gic cutaneous manifestation designated as 
“fixed eruption.” The facilities available at 
a large dermatologic free clinic made it 
practicable to study the incidence of this 
form of dermatitis. Since antipyrine and 
phenolphthalein, among other drugs, have 
been reported as possible causes of such 
“exanthems,' and at times cross sensitivity 
had been noted between the two substances, 
these drugs were selected as test materials. 
It was also the aim of this investigation to 
establish the rate of occurrence of fixed 
eruptions resulting from the ingestion of 
these substances in comparison with the 
number of drug eruptions due to other in- 
fluences. 

All suitable patients on the dermatologic 
service were exposed to both drugs with 
three purposes in view: (1) to determine 
to what extent idiosyncrasy to either or both 
drugs exists; (2) to elicit the possibility of 
cross sensitization between the two drugs, 
and (3) to establish, insofar as possible, the 
actual number of patients in whom sensitiza- 
tion occurs to phenolphthalein, the one more 
frequently used of the two drugs. 


DEFINITION 


Fixed eruption is a type of dermatosis that 
has a tendency to recur in the same location 
on the skin whenever the susceptible person 
is exposed to the sensitizing agent originally 
causing it. The eruption may be produced 
by drugs, foods, and doubtless also by other 
organic and inorganic substances. In the 
present instance, we are concerned only 
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with dermatitis medicamentosa, a cutaneous 
eruption due to the oral or parenteral ad- 
ministration of a drug, as contrasted with 
contact dermatitis, which may result from 
external contact with an allergen. 

As a rule, the fixed eruption is limited to 
one or more isolated areas of involvement. 
It appears in 8 to 24 hours after oral or 
parenteral administration of the causative 
agent, but may occur within a shorter pe- 
riod. The earliest manifestation is erythema 
and itching. In two or three days, this is 
followed by hyperpigmentation of the site 
involved, with subsequent involution of the 
lesions after ingestion of the allergen is dis- 
continued. When the use of the sensitizing 
agent is repeated, the same sites become 
again involved and the cycle is repeated. 


CAUSES OF FIXED ERUPTION 
A large number of drugs are known to 
produce fixed eruption. The list includes 
the following : 


Acetanilid Ephedrine 
Acetylsalicylie acid Ergot 

(aspirin) Eucalyptus 
Aconite 
Acriflavine Todides 
Aminopyrine Isacen (diacetyldi- 


Antimony potassium hydroxyphenylisatin) 


tartrate (tartar emetic) 
Antipyrine 
Arsenicals (Acetylarsan 
[diethylamine acetar- 


Magnesium hydroxide 
(milk of magnesia) 
Mereury 


sone], arsphenamine, Methenamine 


mapharsen, trypars- 


amide) Opium and its alkaloids 

Barbiturates Phenolphthalein 

Belladonna Phosphorus 

Bismuth salts 

Bromides Quinine 

Chloral hydrate Salicylates 

Cinchophen Santonin 

Copaiba Stramonium 
Strychnine 

Digitalis Sulfonamides 


In addition to the drugs enumerated 
above, serums, vaccines, alcoholic liquors, 
karaya gum, and certain foods * (lentils, 
tomatoes, and others) have been known to 
produce a fixed type of eruption. Recently, 
some antibiotics (chlortetracyline [Aureo- 
mycin], oxytetracycline [Terramycin] ) have 

* McGuigan, H.: Personal communication to 
the authors. 
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also been reported as being responsible for 
the occurrence of fixed eruption.” 

To this list may be added such factors as 
physical exercise, psychic stress, certain 
products of metabolism, and menstrual dis- 
turbances.t Indeed, in principle, there is 
no ingestant, whether of animal, vegetable, 
or mineral origin, that cannot give rise to 
allergic cutaneous manifestations. 


DIAGNOSIS OF ALLERGY TO 
PHENOLPHTHALEIN 


Since numerous pharmaceutical prepara- 
tions, including those for lay use, contain 
phenolphthalein along with other drugs 
(Belote and Whitney * list 104 preparations 
that contain either white or yellow phenol- 
phthalein), conclusions as to the specific 
sensitizing agent in drug eruptions are un- 
warranted unless diagnostic tests with each 
separate ingredient are performed. 

Aside from the oral administration of a 
minimal dose, no reliable test has been dis- 
covered for the definite recognition of sensi- 
tivity to phenolphthalein. Intracutaneous in- 
jections and cutaneous applications of phe- 
nolphthalein have also invariably yielded 
negative results. 

Passive transfer experiments by giving 
phenolphthalein by mouth before intracu- 
taneous injection of sensitized serum 
(Walzer method) did not confirm the posi- 
tive results reported by Kenedy (1934).° 

Sandler (1939) reported that he found 
phenolphthalein present in the normal skin 
of a patient with fixed eruption from this 
drug, by scratching the skin and applying 
decinormal sodium hydroxide solution. He 
was unable to confirm his findings in another 
case. 

EXPERIMENTAL CONSIDERATIGNS 

Sulzberger and Baer ® point out that drug 
eruptions often manifest the three classic 
periods known to be characteristic of im- 
munologic sensitization. These are as fol- 
lows: refractoriness to sensitization, during 
which exposure to drugs is tolerated for 





+ Wohlstein and Schmidt; Ehrmann, and Gon- 
gerot, cited by Abramowitz and Noun.® “nisi 
¢ Sandler, cited by McGuigan. 


508 


varying periods of time; the incubation pe- 
riod of sensitization, and the reaction period. 

Knowles and associates * tried to deter- 
mine the site of the pathologic changes by 
interchange of full-thickness skin grafts in 
a case* of fixed eruption from _phenol- 
phthalein. In two areas, normal skin was 
interchanged with skin from sites of fixed 
eruption. On a third site, skin taken from 
the centers of two patches of fixed erup- 
tion were similarly interchanged with normal 
skin, After the grafts had become estab- 
lished and the skin had healed, the patient 
was given % grain (30 mg.) of phenol- 
phthalein. The previously affected areas, 
to which normal skin had been transplanted, 
reacted. Two grafts, one of normal skin 
transplanted to an involved area, and one of 
affected skin grafted to a normal site, did 
not take readily, and sloughing occurred. 
In these instances, the tests had to be post- 
poned. When healing had taken place in 
about two months, 1 grain (60 mg.) of 
phenolphthalein was given. The sites of the 
previous‘sloughs did not react. The sites of 
the normal transplants reacted, while the 
transfers of affected skin did not react in 
their new location. Slepyan and Steigmann § 
were also able to show reactivation of auto- 
transplants. 

In discussing Knowles’s report, Sulz- 

berger correlated the results as follows: 
If this previously sensitive transplanted skin is al- 
lowed to remain for a sufficient time on a previously 
normal area, it loses its hypersensitivity and becomes 
normal; and vice versa, normal skin transplanted to 
a previously affected area eventually becomes hyper- 
sensitive. 

From these experiments, it would seem 
that the epidermis is not the primary site of 
reaction, but it merely reflects changes of 
some underlying process. 

Material and Method.—This report is a 
statistical review of the fixed eruptions be- 
lieved to be due to phenolphthalein, seen in 
a large hospital. The study was made on 
two groups: (a) hospitalized dermatologic 
patients with drug eruptions, including 
fixed eruptions ; (>) patients with such erup- 
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§ Slepyan and Steigmann: unpublished data. 














FIXED ERUPTION 


tions who were seen only in the outpatient 
department. 

A survey of hospital records from 1928 to 
1939 showed that of 660,000 admissions to 
the hospital during that period only two 
charts had notations that the patients had a 
phenolphthalein eruption. In one of these 
cases, the cause of eruption was proved; in 
the other the sensitizing agent remained 
uncertain. 

A further survey, covering admissions 
from 1940 to 1949, showed that 654,183 pa- 
tients were admitted to the hospital. Of this 
number 4105 were on the dermatologic serv- 
ice because of various skin disorders. Among 
these only one case was discharged with a 
diagnosis of phenolphthalein dermatitis. 

The third survey was over the period of 
1950 to 1953. During this time 279,073 pa- 
tients were admitted’ to the hospital, includ- 
ing 1064 treated on the dermatologic serv- 
ice. The skin condition of seven of the latter 
number was thought to be due to the inges- 
tion of phenolphthalein. 

Summarizing the foregoing figures, it will 
be seen that during a period of 12 years 
there was only one proved case in 660,000 
admissions, and during the subsequent pe- 
riod of 14 years, among 5169 treated for 
dermatologic conditions, in only 8 cases was 
the diagnosis of skin allergy to phenol- 
phthalein considered applicable, though un- 
verified, representing an incidence rate of 
0.0015%. 

In the last survey, the incidence of drug 
eruptions was also tabulated among the 
patients who came to the outpatient dermato- 
logic clinic during the years of 1952-1953. 
Patients with drug eruptions suspected to 
be due to phenolphthalein were selected for 
sensitivity studies. Including the 7 patients 
in hospital, 18 cases in all were available for 
this study. These were tested with 5 grains 
(300 mg.) of antipyrine and. 1% grains 
(90 mg.) of phenolphthalein. The two drugs 
were given two days apart, unless a reaction 
became apparent from the drug first ad- 
ministered. In the latter instance, the sec- 
ond drug was withheld until the reaction 
from the previous medication subsided. 








In this group, two erythema-multiforme- 
like eruptions occurred from the ingestion of 
antipyrine; none from _ phenolphthalein. 
There were four fixed eruptions, three due 
to phenolphthalein and one due to anti- 
pyrine. Two unclassified eruptions resulted 
from phenolphthalein. There was no allergic 
response to either phenolphthalein or anti- 
pyrine in 10 of the 18 patients. 

Comment.—While no definite physiologic 
basis for fixed eruption has been established, 
most observers at present accept the allergic 
premise. Brocq ® originated the term “fixed 
eruption” to designate the recurrence of the 
cutaneous manifestation in the same isolated 
areas, after observation of eruption follow- 
ing the ingestion of antipyrine. Abramo- 
witz *° was among the first to report fixed 
eruption from phenolphthalein. Lever ™ be- 
lieved that the pigmentation was due to 
melanin and had to be differentiated from 
numerous other causes of pigmentation of the 
fixed eruption type (e. g., heavy metals etc.). 
He described the histopathology as follows: 
There is an increase in melanin in the basal cells 
and in the dendritic cells of the epidermis. Melanin 
is present in the upper corium. It is found predomi- 
nantly in histiocytes (melanophores) but also free 
in the tissue. The superficial capillaries are sur- 


rounded by a mild inftammatory infiltrate composed 
of lymphocytes and histiocytes. 


Cross sensitivity between phenolphthalein 
and antipyrine has been observed. In our 
cases there was no such instance. Moreover, 
there was no evidence of undesirable side- 
effects other than the cutaneous manifesta- 
tions. No reactivation of the lesions occurred 
because of psychic stress (due to hospitaliza- 
tion) or after the use of antibiotics. The 
fact that out of five eruptions due to phe- 
nolphthalein, observed in this series, only 
three were of the fixed type is also of in- 
terest. It is also noteworthy that in less than 
one-half of the patients could the eruption be 
reproduced by the use of antipyrine and 
phenolphthalein, though in the preliminary 
diagnosis one or the other drug was strongly 
suspected as the cause. 

Since the extent of use of certain drugs 
varies in different sections of the country 
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and among people of various economic and 
educational levels, we felt it desirable to gain 
more extensive information concerning the 
incidence of phenolphthalein eruptions than 
could be obtained ‘from the clinical material 
available to us. With this purpose in view, 
we solicited data by mail from a representa- 
tive number of physicians, mostly derma- 
tologists, all over the country. The question- 
naire inquired about the number of patients 
with eruption from phenolphthalein seen by 
these physicians in the course of the last two 
years, and the estimated number of new 
cases that came under their observation in 
private and dispensary practice, to enable us 
to calculate the rate of incidence of such 
eruptions. The incidence of fixed eruptions 
presumed to be due to phenolphthalein 
among 441,148 new patients treated for 
dermatologic disorders by the physicians 
questioned, represented an average of 0.5% 
in this cross section of statistics, or approxi- 
mately one in 2024 cases. 


Several physicians had the impression that 
in past years these eruptions were more fre- 


quently encountered. With the increased use 
of phenolphthalein as a laxative, it is im- 
probable that the number of occurrences has 
receded. A more likely explanation is that 
dermatologists exercise greater care in reach- 
ing a diagnosis in absence of definite proof. 
One dermatologist suggested that an impres- 
sion favorable to phenolphthalein may be 
gained by comparing the proportion of cases 
of fixed eruption from phenolphthalein to the 


;'* number of cases of urticaria from acetyl- 


salicylic acid. 


The rate of occurrence of eruption from 
phenolphthalein did not differ markedly in 
dispensary and private practice. One large 
clinic had an incidence rate of 0.01% among 
its new patients during the last two years. 
Many dermatologists qualified their estimate 
as being “apparent” rather than factually 
proved. About one-half of those replying 
stated that they had not seen an eruption due 
to phenolphthalein in two years. Numerous 
impressions of incidence are typified by the 
remarks of a well-known dermatologist in 
the Midwest, to the effect that “fixed erup- 
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tions from phenolphthalein are rare in my 
experience.” 

Our statistical data and the observations 
reported to us by a large number of derma- 
tologists confirm our belief that phenolphthal- 
ein eruptions are far from as common as 
they are thought to be by some. Doubt- 
less, many cases are diagnosed as such with- 
out adequate proof, based only on a super- 
ficial history of the patient having taken 
phenolphthalein. If every case assumed to be 
an eruption from phenolphthalein were to 
be tested for sensitivity to the drug, we have 
reason to believe that the alleged incidence 
of phenolphthalein-induced dermatitis would 
recede to a very low statistical level. 
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The first observations on the nature of 
the fluorescent material in fungus-infected 
hairs was reported by Felsher,1 who found 
it to be a water-soluble indicator substance. 
Recently efforts have been made to investi- 
gate the chemical and physical characteristics 
of the fluorescent material in hairs infected 
with Microsporum audouini.? One of us 
(E. S. B.) partictpated.in this prior work,’ 
in which the fluorescent~ substance in M.- 
audouini-infected hairs was found by spec- 
trographic means to have a wide distinct 
band with maximum at 4902 A. A tentative 
chemical formula of the fluorescent substance 
was obtained by means of infrared absorption 
spectra, showing it to be a protein small 
polypeptide molecule with definite molecular 
groups. This has led to the concept that the 
fluorescent substance is a by-product of pro- 
tein metabolism, probably from the melanin 
fraction of hair protein. 

Attention was focused on the hairs in- 
fected with M. audouini because of the great 
volume of clinical cases of tinea capitis due 
to this organism. From June, 1951, to June, 
1953, in the Johns Hopkins Clinic, 400 pa- 
tients with tinea capitis due to M. audouini 
were treated by one of us (E. S. B.). Green 
fluorescence of fungus-infected hairs under 
the Wood light, however, is not limited to 
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this one organism. Microsporum canis and 
Trichophyton schoenleini also produce a sim- 
ilar type of fluorescence. The purpose of this 
study was to determine whether spectroscopic 
examination of hairs infected with these 
other fungi show any similarity to the spec- 
trogram of M.-audouini-infected hairs. This 
problem had never been previously investi- 
gated. 
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SPECTROSCOPY OF FLUORESCENT HAIRS 
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The spectrometer uses an 8 in. (20 cm.) 
15,000 line per inch plane grating in conjunc- 
tion with a pair of 2-meter off-axis paraboloids 
of £:11 numerical aperture, and a 1 P28 photo- 
multiplier as detector. The optical arrange- 
ment was as shown in Figure 1. The samples 
were irradiated by a water-cooled high-pres- 
sure mercury A-H6 lamp with a quartz 
lens L;. The filter F, was a triple thickness 
Corning 9863 glass, which transmits little 
in the visible but well in the ultraviolet be- 
low 3900 A. The lens Le was a glass achro- 
mat. The filter F, (Corning 3387) was pro- 
vided to eliminate direct ultraviolet radiation. 
The combination of filters F, and Fy, is 
almost completely black in the region below 
7000 A. For these fluorescence studies 1 mm. 
slits were used, which in the first order used 
gave a resolution of 8 A. This proved to be 
more than adequate. 


The sample hairs were mounted on a glass 
slide, projecting beyond one end, so that 
no optical interference from the mount was 
present. The intensity scales of the resulting 
traces are varied more because of the mount- 
ing geometry than from the intensity of 
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fluorescence. The spectrum is scanned by 
rotating the grating, which is driven by 
a synchronous motor controlled from out- 
side the spectrometer. A counter records 
the wave-length position, which was recorded 
on the tracing at intervals during the run. 
The spectrograms of M. audouini (Fig. 2), 
M. canis (Fig. 3), and T. schoenleini (Fig. 
4) show a striking similarity in appearance. 
Only minor variations in the tracings are 
visible, and their significance is not clear, 
although these results are reproducible. The 
maximum intensity of the three types of hairs 
is about 4950 A., which parallels studies per- 
formed earlier with M. audouini.? Uninfected 
gray hair produced no specific findings, only 
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a straight fairly uniform low-intensity tracing 
(Fig. 5). This latter finding is somewhat at 
variance with the earlier work with M. au- 
douini hairs,’ since uninfected gray hair and 
infected brown hair were stated to have iden- 
tical spectra because of lack of melanin, 
which absorbs light rays. 

If the spectrograms of the three types of 
fungus-fluorescent hairs studied are similar, 
this might imply that the chemical formulae 
of these three fluorescent indicator substances 
produced by the three different fungi are 
similar. These three fungi could metabolize 
protein in the same way, leaving a residual 
metabolite which is identical for all three 
fungi. Further investigation along the lines 
of infrared absorption spectra and_ basic 
chemical studies are next in order for the 
hairs of M. canis and T. schoenleini. 


SUMMARY 


For the first time, comparative spectro- 
scopic studies of fluorescent hairs of Micro- 
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sporum audouini, Microsporum canis, and 
Trichophyton schoenleini, were made, which 
indicated a similar basic pattern, with only 
very slight variation in the spectrogram 
findings. Uninfected hair, in contrast, gives 
a low-intensity flat type of tracing. All three 
types of fungus-infected hairs present a max- 
imum intensity around 4950 A. units. 
Whether this similarity of the three types 
of infected hair of T. schoenleini, M. canis, 
and M. audouini denotes parallel protein 
metabolic changes in the hair by the fungi, 
with a resultant similar or identical chemical 
metabolic by-product visible under Wood’s 
light examination, remains to be investigated 
further. 
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A Statistical Study of Forty-One Cases 
JAMES K. TOMPKINS, M.D., Chicago 
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Statistical data on lichen planus are scanty. 
The latest review that could be found in the 
literature dates back to 1919 to a symposium 
held on this disease in the 42d annual meet- 
ing of the American Dermatological Asso- 
ciation. At this symposium papers containing 
such data were read by Little,t White,? and 
Culver.® 

Little’ reported on a total of 270 cases, 
of which 171 (63%) were females ; White * 
reported on a total of 64 cases, of which 38 
(60% ) were females, and Culver * reported 
on 148 cases, of which 82 (55%) were males. 
No specific etiologic factor could be deter- 
mined from their material. There was, how- 
ever, general agreement that lichen planus 
affects largely the educated and sedentary 
classes, and appears in the fourth and ~~ 
decades of life. Initial lesions were said to 
appear most frequently on the flexor surfaces 
of the arms, but could also appear elsewhere, 
and be followed by generalization. Dura- 
tion was noted to be variable. In treatment, 
Little’ recommended the use of arsenicals ; 
Culver * recommended mercury bichloride, 
and White? stated that treatment was only 
palliative and that the disease takes a natural 
course. 

MATERIAL 


The purpose of this paper is to review and 
present statistical data on cases of lichen 
planus observed at the University of Chicago 
Clinics during the period from 1942 to 1952. 
A total of 100 such patients were seen. The 
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clinical diagnosis was confirmed in each case 
by microscopic examination. There were 61 
females and 39 males; all of these patients 
were adults. Onset of the disease in the 
youngest patient was 22 years of age, and in 
the oldest patient was 68 years of age. Eighty 
per cent of the patients were in the age range 
of 30 to 60 years at the time of onset. Lichen 
planus is known to occur in children, but 
apparently this is rare. We have not seen 
children with lichen planus in the past 10 
years, 

Follow-up studies were done on 41 of these 
100. patients, 34 by reexamination in the 
clinic, and 7 by questionnaire. The average 
time of follow-up from the initial visit to the 
clinic was 4.5 years; the longest interval was 
10 years. 

Three of the 41 patients had another skin 
disease simultaneously with their lichen 
planus eruption. One had atopic derma- 
titis; one had pityriasis rosea, and one had 
psoriasis. 

Occupation. — No significant correlation 
with type of occupation could be made. The 
occupations of male patients ranged from 
that of common laborers performing heavy 
physical work to high-salaried executives 
with a predominantly sedentary way of life. 
Most of the women were housewives doing 
at least a fair amount of household work. 

Initial Localization—In 27 (66%) of the 
41 patients the initial lesions were confined 
to one area of the body for at least one week 
before the eruption spread elsewhere. Eighty- 
nine per cent of the initial lesions were pres- 
ent on the limbs; 55% on the lower, and 
37% on the upper extremities. Not included 
in this calculation are the six patients with 
only oral mucous membrane lesions. 

Type of Spreading and Duration.—I have 
divided the disease into three groups on the 
basis of the extent of involvement. 
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1. A generalized form with involvement of all 
four extremities and the trunk. 

2. A disseminate form with involvement of three 
to five regions. 

3. A localized form with involvement of only one 
or two regions of the body. 


Eleven (27%) of the 41 patients had the 
generalized variety of eruption. In this group 
the initial eruption was limited to one or two 
areas for at least one week prior to spreading 
to other areas. Eight (72%) of these 11 
patients had maximum spreading within two 
to four weeks after their initial outbreak, 
and all of the patients in this group had maxi- 
mum spreading within four months after 
onset. 

Eighteen (44%) of the 41 patients had 
the disseminate variety of eruption. Two of 
these patients noted that their eruption came 
up on all involved areas simultaneously 
without further spread to any other areas. 
Ten (55%) noted spreading from two to 
eight months after onset. 

Twelve (29%) of the 41 patients had the 
localized variety. Eight in this group had no 
spread after the initial outbreak. Six of the 
eight had involvement of oral mucous mem- 
branes alone. The other four patients had 
spreading to one other area, and the time of 
spread varied from two weeks to six months. 

If we classify our cases as being general- 
ized and nongeneralized, there is a conspicu- 
ous difference in the. duration of the initial 
attacks of the two groups. The generalized 
eruptions lasted from 2 months to 2 years, 
with an average duration of 8 months; the 
localized eruptions lasted from 2 to 20 years, 
with an average duration of 3 years and 10 
months. 


Itching —It has been known for a long 
time that in spite of violent itching, scratch 
marks and bloody crusts are rarely seen with 
lichen planus.* The findings of this study 
were consistent with this well-known fact. 


Itching was found to be quite variable in 
the 35 patients with skin involvement. All 
11 of the patients with generalized lichen 
planus experienced some degree of itching 
during the course of their illness, and, on the 
average, the itching was more intense in the 
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generalized form. Five patients with localized 
lichen planus of the skin had no itching at 
any time with their disease. Eighteen of the 
patients with itching noted a sharp decrease 
in the severity of their pruritus during the 
healing phase of their eruption. The other 
12 patients maintained that their itching was 
of the same intensity throughout the course 
of their disease. 

Emotional Factors.—It has been thought 
by many authors that emotional factors may 
play an important role in the pathogenesis of 
lichen planus. Though the data from our 
series are not conclusive in this respect, we 
have obtained some data which seem to speak 
in favor of this assumption. 

On questioning, 20 (49%) of the 41 pa- 
tients stated that they were tense, anxious 
persons with a tendency to worry excessively, 
and to drive themselves in their work. Six- 
teen (39%) described themselves as being 
calm and easy-going. In five cases no data 
could be obtained in this respect. 

A positive history of some precipitating 
factor of an emotional nature was obtained 
in 20 of the 41 patients. 

Five patients were emotionally upset by 
the death of a close relative at the time of 
onset of their disease. The longest interval 
between the death and the appearance of the 
initial lesions was one month, 

Some patients connected onset and flare- 
ups with fatigue. Five patients noted onset 
while in a definite fatigue state. When the 
fatigue state was alleviated in these patients, 
two cleared, two have remained in a chronic 
condition, and one clears, but has flare-ups 
associated with fatigue. Of course, the com- 
plaint of fatigue is difficult to evaluate be- 
cause of the lack of objective criteria and 
because self-observation of patients is often 
unreliable. 

A close correlation was found in eight pa- 
tients between their being placed in a difficult 
life situation, and the onset of their disease. 
A similar relationship was found to exist 
between the alleviation of the difficult situa- 
tion and the healing of the: disease in sever 
of these patients. The data are presented in 
the Table. 
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Relationship of Emotional Factors to the Onset and Course of Lichen Planus 








Stressing Situation Onset 


. Taking of bar examina- 
tion ination 


. Intolerable home life living 
with in-laws 


. Lost all of life savings in 
stock market crash of 
1929. 


. Patient overweight, on diet 
for 2 wk., lost 12 Ib. 


. Patient had fight with land- 
lord in court for defama- 
tion of character 


. Patient upset by prospect 
of young daughter going of this 
to Japan with Red Cross 


. Difficulty coping with aged 
mother suffering with se- 
nile dementia; patient 
tried to care for her at 
home 


8. Difficulty coping with se- 
nile parents who created 
many problems for pa- 
tient 


moved 


1 mo. prior to exam- 


2 mo. after moving 
in with in-laws 


3-4 wk. following this 


. 2 wk. after starving 
diet 


Onset 2 wk. after 
this 
3-4 wk. after hearing 


6 wk. after mother 
into same 
house with patient 


3 mo. after mother 
showed rather rapid 
deterioration 


Duration 
2mo. 


Healing 
1 mo. after taking and 
passing examination 
1 mo. after moving 
away from in-laws 


6 mo. later with no im- 
provement of finances 
but better adjustment 
to situation 


* 2mo. after stopping 
diet 


6 mo. 


6 mo. 


1 mo. after case won in 
eourt 


Daughter did not go but 
eruption persisted 


1 mo. after death of 
mother 


6 mo. after death of 
mother and settling 
father in a home 





Two additional female patients complained 
of unhappy marriages. One patient cleared 
in seven months and has remained free of 
lichen planus lesions for three years although 
her marital problems have persisted. The 
other patient has remained chronic and has 
flare-ups associated with quarrels with her 
husband. 


Type of Lesions and Duration.—The dura- 
tion of lichen planus in individual patients 
seems to depend largely upon the type of 
lesions that they develop. The most striking 
effect is seen in those patients who developed 
hypertrophic lesions. A total of eight (19%) 
of the 41 patients with hypertrophic lesions 
had an average duration of eight years and 
seven months. All of the eight patients stated 
that their individual lesions never persisted 
for that length of time, but rather that there 
was some tendency to healing, with new 
lesions appearing in adjacent areas. Six of 
these eight patients had their lesions on the 
legs ; one had them in the groins and perianal 
area, and one had them on the hip. Only five 
patients had scarring as a result of lichen 
planus lesions, and this occurred at the sites 
of healed hypertrophic lesions in each case. 
Five of these eight patients had mucous mem- 
brane involvement, and in two patients the 
mucous membrane lesions persisted as long 
as the skin lesions, 


The group with the next longest duration 
of the disease were those patients with mu- 
cous membrane involvement only, all limited 
to the oral cavity. There were six (15%) of 
the 41 patients in this group, with an average 
duration of four years and six months. 

Of the remaining patients 12 (29%) of 
the 41 patients had skin involvement only, 
and 15 (37%) had both skin and mucous 
membrane involvement. There is a slight 
difference in the average duration of these 
two groups, 11 months in the former and 17 
months in the latter. All of these facts sug- 
gest that mucous membrane involvement 
tends to prolong the course of the disease. 

Effect of Treatment.—In the period from 
1942 to 1952 treatment for lichen planus at 
the University of Chicago Clinics consisted 
of weekly bismuth injections, local superficial 
x-ray therapy, soothing ointments, ultra- 
violet light, sedatives, intravenous calcium 
gluconate and vitamins, either singly or in 
various combinations. Five of the 41 patients 
received no treatment here or elsewhere. 
Arsenicals were not used to any extent. 
Courses of bismuth were given, consisting of 
intramuscular injections of bismuth subsali- 
cylate in oil for 10 successive weeks. Total 
x-ray dosages varied from 75 r to 375 r toa 
single area. 

There were 28 patients who had complete 
remission of their disease. Four of them had 
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no treatment whatsoever ; their eruption dis- 
appeared in an average time of six and one- 
half months. Five of them had supportive 
therapy only; the average duration in this 
group was seven months. Two had x-ray 
treatment, one with and one without sup- 
portive therapy; the average duration was 
10 months. Sixteen patients had bismuth in- 
jections with or without supportive therapy, 
and an average duration of 12 months. 

Thirteen of the 41 patients had chronic 
lichen planus and had failed to heal at the 
time of the follow-up interview. Almost all 
of the patients with chronic disease had re- 
ceived full therapeutic dosages of the various 
forms of treatment with no apparent effect, 
for their disease persisted over a period of 
years (20 years in the case with longest dura- 
tion) in spite of therapy. Over a period of 
years several of our patients have shopped 
from dermatologist to dermatologist and 
have received practically every rational and 
irrational form of therapy, without cure of 
their disease. 


From our data it would seem that treat- 
ment in lichen planus does not influence the 
course of the disease. Of course, it is not the 
purpose of this paper to discount the use of 
therapy in lichen planus. Treatment certainly 
is necessary, particularly from the viewpoint 
of relieving itching symptomatically ; also the 
suggestive influence of treatment on the pa- 
tient must not be overlooked. In acute gen- 
eralized cases it is sometimes surprising to 
see how much the attitude of the patient 
improves from the simple reassurance that 
in all probability the eruption will disappear 
in a few months. 


Recurrences Lichen planus is a recurring 
disease but does not recur with the frequency 
that is seen in psoriasis. In our material dur- 
ing the observation period only 5 (12%) of 
the 41 patients had recurrences with inter- 
missions between attacks in which they were 
completely free of lichen planus lesions. The 
interval between first and second attacks was 
4, 6, 6, 8, and 10 years, respectively, with 
an average of 7 years. Three of the five pa- 
tients had one recurrence each, and two of 
the five patients had two recurrences each. 
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The durations of the second intermissions 
were five and nine years, respectively. In 
some of the patients the duration of the ini- 
tial attack was longer than that of the recur- 
rence, in some it was shorter, and in some 
the duration was the same. All five patients 
with recurrences had the disseminate variety 
of lichen planus with each attack; however, 
three patients noted that their eruption was 
more extensive with the recurrence than with 
the initial outbreak; one had identically the 
same areas involved, and one had fewer areas 
involved. 
COMMENT 


The results of this study are in agreement 
with the observations of most of the earlier 
workers concerning age range and sex dis- 
tribution in lichen planus. The disease occurs 
mainly in the fourth, fifth, and sixth decades 
of life and somewhat more frequently in 
women than in men. No correlation could be 
made concerning the incidence and course 
of the disease with occupation, degree of 
physical activity, or educational background 
of the patients. 


Our finding that initial lesions are found 
more frequently on the lower extremities 
(legs and ankles) is in contrast to the state- 
ment that initial lesions most frequently arise 
on the flexor surfaces of the forearms and 
wrists. 


The role of emotional factors in the out- 
break and course of this disease has been 
controversial. Earlier authors were inclined 
to minimize these factors because they noted 
that during World War I the incidence of 
the disease did not increase. The modern 
trend has been to emphasize the possible role 
of emotional factors in the pathogenesis of 
lichen planus. In a number of our patients 
the onset of the disease conspicuously coin- 
cided with some major emotional upset. 
More than that, in some of them the eruption 
terminated with the easing of the emotional 
problem. These data seem to indicate that 
emotional factors do influence the outbreak 
and course of the disease. However, it would 
be premature to classify lichen planus as a 
“functional disease” in the same sense as 
this expression is used for functional bowel 
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distress, cardiac neurosis, or vasomotor neu- 
rosis to indicate the absence of any organic 
disease. The data only indicate a trigger 
action of psychic influence, reminiscent of 
the eruption of herpes simplex under emo- 
tional influences or the disappearance of 
common warts under suggestion therapy. In 
other words, in spite of the strong possibility 
that emotional factors in some cases have 
something to do with the outbreak and dis- 
appearance of the disease, there still might 
be an underlying somatic etiology, the acti- 
vation of which is facilitated by emotional 
upsets. 

My study seems to indicate that it is justi- 
fied to separate two main types of lichen 
planus, a generalized form and a more or less 
localized form. The generalized form has a 
more acute course with rapid spread of 
lesions, but carries a better prognosis in that 
it is of shorter duration. The localized form 
has a more chronic course with slower 
spreading of lesions and a tendency to de- 
velop hypertrophic lesions lasting over a 
period of years. Included in this group are 
those who have only mucous membrane 
lesions, and all of these carry a poor prog- 
nosis as to duration. 

I am in accord with White’s conclusion 
that treatment in lichen planus is only pallia- 
tive, and that cure depends on the natural 
evolution of the disease. Four patients with 
no treatment healed in approximately the 
same time as those who received treatment, 
and there was little variation in duration in 
those patients in whom various combinations 
of treatment were used. The chronic cases 
persist in spite of therapy. 

The fact that recurrences of lichen planus 
do occur has been minimized in textbooks. 
Although our series of five patients with re- 
currences is small, a closer observation would 
probably bring forth a much greater number 
with recurrences. 


SUMMARY AND CONCLUSIONS 


A follow-up study was done on 41 patients 
with histologically verified lichen planus. 

Twenty-seven (66%) of the 41 patients 
had initial lesions confined to one area of the 
body for one week before spreading else- 
where. Initial lesions occurred on the lower 
extremities in 55% of these as compared with 
37% on the upper extremities. 

One can differentiate a localized and a gen- 
eralized form of the disease. In my material 
the average duration of the generalized form 
was 8 months and that of the localized form 
was three years and 10 months. The peak of 
maximum spread occurred within one month 
in 73% of the patients with generalization as 
compared to two months to one year in 66% 
of the patients with localization. Particularly 
long duration was observed in cases with 
hypertrophic lesions and with oral mucous 
membrane lesions only. 

In about 50%..of the cases histories were 
obtained supporting the view that emotional 
factors play a role in the onset of the disease. 
The alleviation of these emotional factors 
seemed directly related to the termination of 
the disease in approximately half of these 
cases. < 

The duration of the disease was not influ- 
enced by any type of treatment. 

Recurrences were observed in five of the 
patients, and two of these patients had two 
recurrences each. The average intermission 
between attacks was seven years. 
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Clinical Notes, New Instruments and Techniques 


INTRODUCTION OF QUINACRINE IN TREATMENT 
OF LUPUS ERYTHEMATOSUS 


SAMUEL J. ZAKON, M.D. 
and 
JUDD GERSHENSON, Chicago 


TIMUR 


Intellectual curiosity is a prerequisite to progress. 
Thus it is that advances in science, in medicine, or 
in technology need not necessarily be confined to 
favored geographic areas or only to well-endowed 
institutions. The curious human being may be found 
anywhere and may be of any race or creed. History 
is replete with such examples. 

In 1951 Page reported the successful use of quin- 
acrine (Mepacrine) in the therapy of lupus erythe- 
matosus.! Page’s findings were soon confirmed by 
many others, and quinacrine (Atabrine) has since 
gained wide acceptance in the treatment of lupus 
erythematosus in the United States as well as Eu- 
rope. 

However, in 1940, unbeknown to Page, Prokop- 
chuk,? published his observations and his method 
of treatment of lupus ervthematosus with quina- 
crine (Acriquine). The i -pchuk paper appears 
to be the earliest publish. .ccount of the treat- 
ment of lupus erythematosus. with quinacrine. As 
such it is of obvious historical interest. With this 
view in mind, we considered its introduction to the 
English reader a task worth while. This paper fol- 
lows in translation. 


Treatment of Lupus Erythematosus with 
Acriquine 


Pror. A. IA. ProkorpcHuk 


Corresponding Member of the Academy of Sciences 
of the White Russian SSR 


Translated by 
S. J. Zaxon, M.D. and Jupp GERSHENSON 


The inadequacy of the various methods generally 
used in treatment of lupus erythematosus (such as 
gold, bismuth, arsenicals, etc.) compels us to search 
for other means. It seems to me that I found that 
in a preparation Acriquine, synthesized here in the 
USSR by Professor Magidson. Abroad an identical 
preparation is known under the name of Atabrine. 
Flarer * used Atabrine in the treatment of 14 cases 
of Pendinski ulcer (i. e., furunculus orientalis) in- 
jecting a solution of it into the affected tissue, and 


From the Department of Dermatology, North- 
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prescribing it internally in the usual doses, as pre- 
scribed for malaria. 

I checked the observations of Flarer® on one 
patient, and can confirm the success of Atabrine- 
Acriquine [sic] in the treatment of Pendinka (i. e., 
furunculus orientalis). 3 

N. V. Dobrotvorskaia, who tried this preparation 
in a great number of cases, also points out its value 
in the treatment of furunculus orientalis. 

I used Acriquine for the purpose of destroying 
the tubercles of lupus vulgaris. My method was to 
apply a 10% to 20% Acriquine ointment to new 
tubercles which would be destroyed by daily fresh 
applications. The ointment, spread on a piece of 
linen or gauze, would be placed over the tuberculo- 
sis-affected skin portions. The destruction of the 
tubercles proceeded satisfactorily, causing relatively 
little discomfort, much less than in the use of pasta 
plantagine. Application of the ointment is abso- 
lutely safe, and it is free from complications char- 
acteristic of arsenic preparations ; it may be applied 
safely to large portions of the skin. Acriquine acts 
selectively, destroying diseased tissue only. When 
the process of destruction of the tubercles had suffi- 
ciently advanced, compresses of a 0.33% solution 
of silver nitrate were applied to promote further 
epithelization. We can state that in fresh forms of 
lupus vulgaris Acriquine offers fairly good results. 
In the warty and flat forms, however, Acriquine 
ointment is less effective. 

The use of Acriquine in the management of lupus 
erythematosus produced remarkable results. Ninety 
to one hundred fifty (90 to 150) tablets taken in- 
ternally would bring about complete resolution of 
the disease process; the scaly macules of lupus 
erythematosus would disappear without trace; in 
cases in which the disease has reached its final 
stage—the stage of scarring—Acriquine treatment 
would leave mild thin scars. Pigmentation left by 
the macules, though fading slowly, disappeared 
without trace in the course of time. The method 
of treatment consisted in the giving of Acriquine 
to the patient with lupus erythematosus, 0.1 gm. 
three times a day for a period of 10 days; this was 
to be followed by a second and third series of the 
same procedure with five days’ interval in between. 

Elimination of Acriquine from the system is 
rather slow; it could still be detected in the bio- 
logical fluids about 10 or 11 days after its intake; 
we found it feasible, therefore, in order to avoid 
the cumulative action of the preparation, to extend 
the intervals between the 30 tablet courses to 10 
days. 














CROSSED FIXED DRUG ERUPTION FROM ANTIBIOTICS 


There were 28 patients with lupus erythematosus 
in my care. The effects of internally taken Acri- 
quine would usually appear during the second or 
third treatment cycle. A case in its early stages 
would sometimes be cured after two cr three cycles; 
other cases would call for four or five treatment 
cycles, i. e., 120 to 150 tablets. The whole process 
would take two to three months. [At this point the 
original paper supplies summaries of five case his- 
tories. Since these contribute nothing of substance, 
they have been omitted from the translation. ] 

In the skin clinic in Minsk we have cured with 
Acriquine 35 patients with lupus erythematosus. 
In one case only has Acriquine failed to effect a 
cure. Such results warrant our recommendations of 
this method for wide use. 

In all cases of lupus erythematosus treated with 
Acriquine a common phenomenon has been ob- 
served; the earlier the stage of the disease, the 
sooner it would yield to the therapeutic effects of 
Acriquine. Chronic cases, badly scarred, required 
somewhat longer treatment, calling for four to six 
series of Acriquine with intervals of up to 10 days. 

One of the side-effects of Acriquine treatment 
worth noting is the frequently resulting icteric tinge 
of the skin due to deposits of the yellow drug. The 
coloration is especially strong in those portions of 
the skin which are exposed to the sun—the face 
and the hands. This pseudoicterus disappears within 
three to seven weeks after termination of the treat- 
ment. Some patients, upon internal use of Acri- 
quine, showed signs of dyspepsia; several reacted 
with a day’s rise of temperature. 

I might also note the observations of B. I. EI- 
perina in our laboratory. Studying the effects of 
Acriquine on the growth of tubercle bacilli, El- 
perina noticed that in a Lowenstein’s medium pre- 
pared with Acriquine the Koch bacilli did not grow 
in test tubes in which the volume of Acriquine has 
reached 2%. 

At the Nov. 3, 1939, session of the Moscow So- 
ciety of Dermatologists, the director of the All- 
Russian Institute of Tuberculosis Kachaturian and 
Dr. Syrkin have demonstrated patients with lupus 































erythematosus who have been treated by my method 
with great success. During the same session it has 
been pointed out by Professor Mashkilleison that 
he has treated successfully with Acriquine 10 pa- 
tients with lupus erythematosus. During the discus- 
sions it was stated by Dr. Braude that by the same 
method she has cured eight patients with lupus 
erythematosus but has failed in four cases. 

Summarizing the discussions on the treatment of 
lupus with Acriquine, Professor Grigor’ev said: 
“The first experiments with the method of Profes- 
sor Prokopchuk in treatment of lupus erythemato- 
sus have produced encouraging results. Our per- 
sonal impression of the effects of Acriquine on 
lupus erythematosus does not conflict with those 
reflected in the discussions. As to the infiltrating 
forms of lupus erythematosus, they, too, noticeably 
resolve. We should study the mechanics of the ac- 
tion of Acriquine and the indications for and against 
it. Let’s get on with the task.” 

In conclusion I wish to express my conviction 
that Acriquine will find wide acceptance in the 
treatment of lupus erythematosus. I deem it im- 
portant to add that, in my opinion, the dosage of 
Acriquine should not be increased, as it is being 
done already in some institutions. Larger doses, if 
allowed at all, should be limited to the first 5 or 
10 days. Thereafter the dosage should not exceed 
30 tablets of 0.1 gm. in the course of 10 days, and 
the intervals between series should extend not less 
than 10 to 11 days. ; 
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CROSSED FIXED DRUG ERUPTION FROM THREE ANTIBIOTICS 


ASHTON L. WELSH, M.D., Cincinnati 
ANMATALUUUULAUCUEUILLU UAL 


I have previously reported a fixed drug eruption 
from chlortetracycline 1 and a crossed fixed drug 
eruption from chlortetracycline and oxytetracycline,? 
which I personally experienced. I have suggested 
some sensitizing factor common to the two anti- 
biotics. : 


This constitutes a report of my experience fol- 
lowing ingestion of a third antibiotic of the tetra- 
cycline group. 

In December, 1953, for an attack of upper respir- 
atory infection, tetracycline (5 gm.) was orally 
administered. Response was favorable and without 
side-effect. This experience was repeated in May, 
1954. In June, 1954, for a third attack of upper 
respiratory infection, one dose of tetracycline (250 
mg.) was orally administered. Within an hour, 
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violent pruritus occurred at all sites of the former 
eruption (which appeared after chlortetracycline, 
and which was accentuated after oxytetracycline). 
These sites were easily identified by the residual 
pigmentation still present. Erythema, urticaria, and 
bullae developed. Pruritus became generalized. 
There was no eruptive phenomenon elsewhere. Only 
one dose of tetracycline was ingested. Pruritus sub- 
sided in two days, and the lesions faded in five days. 
Pigmentation at each site of the fixed eruption, 
which had become more. pronounced after the oxy- 
tetracycline, was still more pronounced after the 
tetracycline. 


CHEMOTHERAPEUTIC COMMENTS 


It is well known that certain chemical groupings 
cause specific side-effects. For example, diphenyl- 
hydantoin may produce cutaneous eruptive phe- 
nomena and hyperplasia of the gums, thought to be 
due to the hydantoin ring; aminopyrine may pro- 
duce agranulocytosis, thought to be due to the 
nitrogen grouping attached to the benzene ring; and 
recently, suspicion has been directed toward chlor- 
amphenicol, which may produce blood dyscrasias, 
thought to be due to the nitro group. Proof has yet 
to be established for correlation of such physiological 
manifestations with these specific chemotherapeutic 
groupings. 


It has been my experience to observe a crossed 
fixed drug eruption from three antibiotics : 


chlortetracycline (Aureomycin, trade name of Le- 
derle Laboratories Division, Amer- 
ican Cyanamid Company) 


(Terramycin, trade name of Pfizer 
Laboratories, Division of Chas. 
Pfizer & Company) 


oxytetracycline 


(Achromycin, trade name of Le- 
derle Laboratories Division, Amer- 
ican Cyanamid Company 
Tetracyn, trade name of J. B. 
Roerig & Company, Division of 
Chas. Pfizer & Company 
Polycycline, trade name of Bris- 
tol Laboratories, Inc.) 


tetracycline 


It will be noted that all three contain one com- 
mon grouping, namely, the tetracyline ring. All 
three are broad-spectrum antibiotics which, re- 
portedly, produce few side-effects.* Since these 
antibiotics are so similar in therapuetic effectiveness, 
I suggest that similarity may be due to the tetra- 
cycline nucleus common to all three. 


* References 3 and 4. 
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Formulae for these antibiotics appear below. 


STRUCTURAL RELATIONSHIPS OF THE TETRACYCLINES 





TETRACYCLINE 


OXYTETRACYCLINE 


CHy OH OH 


When I reported a crossed fixed drug eruption 
from two of these antibiotics, I suggested a com- 
mon sensitizing factor in chlortetracycline and oxy- 
tetracycline, but I could not know, then, whether 
the fixed drug eruption might be due to the tetra- 
cycline nucleus, or related to the other two constit- 
uents, namely, the chloro and hydroxy groupings. 

I have now observed a crossed fixed drug erup- 
tion from tetracycline alone, which contains neither 
a chloro nor a hydroxy grouping. I conclude, there- 
fore, that this crossed fixed drug eruption was due 
to the tetracycline ring, common to all three anti- 
biotics. 

Whenever a patient has experienced a fixed drug 
eruption from chlortetracycline, it would seem rea- 
sonable to conclude that he may experience the same 
crossed fixed drug eruption which I now report. 


1219 Carew Tower (2). 
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DICHLOROTETRAFLUOROETHANE FOR SURGICAL SKIN PLANING 


A Safe Anesthetic-Refrigerant 


J. WALTER WILSON, M.D., Los Aageles 

RALPH LUIKART II, M.D., Santa Barbara, Calif. 
and 

SAMUEL AYRES Ill, M.D., Los Angeles 


HAULER 


Several hazards inherent in the technique of 
surgical skin planing, as described by Kurtin, 
may be eliminated by the substitution of dichloro- 
tetrafluoroethane (commercially known as Freon 
114*) for ethyl chloride as the evaporative re- 
frigerant-anesthetic. 

Ethyl chloride is inflammable and explosive while 
Freon 114 is not.2. Ethyl chloride is toxic by in- 
halation; Freon 114 is less toxic than carbon 
dioxide. Ethyl chloride acts as a potentially dan- 
gerous general anesthetic by inhalation; Freon 114 
does not. Ethyi chloride has a much more pro- 
nounced (although similar) odor than Freon 114. 

Neither ethyl chloride nor Freon 114 has been 
found to have primary irritant qualities for the 
skin, or to have initiated allergic sensitization. 

The boiling point of ethyl chloride is 12 C 
(53.6 F), that of Freon 114 is 3.6 C (38.5 F). The 
critical temperatures and pressures of both sub- 
stances are similar, so that neither can exert 
enough pressure to break common bottles or thin 
glass containers at any ordinary room temperature. 

When delivered onto the skin in the form of 
the fine mist-like spray produced by the ordinary 
“aerosol” canister such as that used for insecticides,* 
Freon 114 produces a degree of anesthesia and 
refrigeration adequate for skin planing, even with- 
out the use of the usual “blower.” 





Submitted for publication Sept. 16, 1954. 

From the University of Southern California, 
School of Medicine, Department of Dermatology, 
M. E. Obermayer, M.D., Chairman. 

* Product of the Kinetic Chemicals Division of 
E. I. Dupont de Nemours & Co., Wilmington, 
Delaware. 

* Distributed in these containers by Brachrogel- 
Hovey, 1731 W. 7th St., Los Angeles 17. 


Wher ethyl chloride is used, a long, flexible shaft 
must be interposed between the rotating wire brush 
and the electric motor which drives it so that 
sparks from the commutator and brushes cannot 
ignite or explode the refrigerant. Other spark and 
flame hazards must also be avoided. Freon 114 
permits the substitution of a simpler motor-driven 
tool, perhaps one light enough to be held in the 
hand. 

The price of Freon 114 is about the same as for 
ethyl chloride, although the exact amount will de- 
pend on the manner in which it is supplied. The 
substitution will not add prohibitively, if at all, to 
the cost of the procedure. 

Freon 114 is not a new, strange material. It is 
easily available through the suppliers of the re- 
frigeration industry, and will usually be found in 
stock since it has been used extensively for some 
20 years as the refrigerant in moderate temperature 
cooling units such as those for drinking fountains. 
It is in use in the majority of American homes, 
being the motive power, carrier, and spray former 
for many brands of insecticides, hair lacquers, self- 
spraying paint cans, shaving lather, etc. 

An allied substance, Freon 12 (dichlorodifluoro- 
methane), is under investigation. It acts more 
rapidly than Freon 114 but may injure tissue too 
greatly or penetrate too deeply to be recommended 
for this purpose. 

This communication is not necessarily to be con- 
strued as an endorsement on the part of the authors 
of the procedure of skin planing itself. It is ad- 
visable, however, to eliminate as many hazards as 
possible in the development of a technique so ex- 
tensively under study. 
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ALOPECIA DUE TO TICK BITE 


MILTON S. ROSS, M.D. 

and 

HILDEGARDE FRIEDE, M.D., Mt. Kisco, N. Y. 
UISUVEVUVUUUNITLULYUVNLUUAD: 040 HUUOUOUOUENAR AOA TEE 


On May 3, 1954, a mother brought in two chil- 
dren, ages 8 and 11 years, because of alopecia of the 
scalp, which she herself called “moth eaten.” She 
had feared that the condition was “ringworm.” 

Little history was obtained, since the mother had 
noticed the alopecia only recently—a week, or two 
—and only the story of the children was available. 
The patients’ home was.adacent to some wooded 
ground which the children frequented. They indi- 
cated that their itching of the scalp came when they 
were in the woods. In fact, the children’s repeated 
insistence that their itching and scalp trouble came 
from the woods became notable in contrast to the 
mother’s repeated concern regarding ringworm and 
her suggestions as to its possible source. 

Upon: examination, the appearance of the scalp 
of each child was much as described by the mother, 
that is, “moth eaten,’ and superficially resembled 
the moth-eaten alopecia of secondary syphilis. An 
accompanying photograph shows the scalp of the 
older child. 

The areas of alopecia, somewhat oval in shape, 
about % in. (1.3 cm.) inthe long axis, were seen 
mainly over the occiput in both children. Each area 
was completely devoid of hair, and follicles could 
not be seen. There was no inflammation or scale 
in most of the areas. One area did show both scaling 
and subsiding inflammation in the center, suggesting 
a lesion healing with scar formation. One irregular 
small crusted area was seen in the scalp of one 
child. The lesions of both children were negative 
to examination by Wood’s light. 

Further examination revealed a tick attached to 
the scalp of the younger child at about its apex. 
As the tick was removed with forceps, a scale came 
away in its clutch, leaving an area of uninflamed 
alopecia about % in (0.6 cm.) in its long axis, 
essentially the size of the tick itself. 

The mechanism by which these areas of alopecia 
were produced is not entirely clear. The presence 
of a crusted area and one showing subsiding inflam- 
mation suggests that itching induces scratching and 
that this is followed by injury, perhaps secondary 
infection, and finally scarring. Granulomas due to 
tick bites have been described, but the area from 
which the tick was removed suggests the possibility 
that alopecia is produced by the tick itself in some 
way. 

Kral and Novak, in “Veterinary Dermatology,” 
state that dog ticks produce irritation and suppura- 
tion of the skin and inject a toxin which may cause 
generalized intoxication. 

A. G. De Sanctis and P. Di Sant’ Agnese report 
a case of paralysis in a child following tick bite. 
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Dr. Joseph A. Costa has published an interesting 
and very complete report of a case of tick paralysis 
occurring in the area of northern Westchester. The 
tick was Dermacentor variabilis. No local lesions 
were described, but the point of attack was the scalp. 
It may be, therefore, that alopecia is caused by the 
injected toxin, although no previous description has 
been found. 

Becker and Obermayer speak of tick paralysis 
and also mention the local dermal nodule that is 
a lymphomatous granuloma-like process. Again, 
alopecia is not described. 





Scalp of 11-year-old child, showing patchy type 
of alopecia. 


Dr. Shookoff, of the New York City Department 
of Health, helped to secure definite identification 
of the tick as Dermacentor variabilis. With the 
increasing infestation of the East Coast, other cases 
of alopecia of a similar nature may be anticipated. 
Without the fortunate finding of a tick in the scalp 
of one of these children, the source of the condition 
would undoubtedly remain obscure. 

Although infestation of the Eastern Seaboard 
with ticks is considerable, the meager information 
found in the average textbook suggests that tick 
paralysis is rare. Costa mentions a total of about 
23 reported cases in this area. The failure, there- 
fore, to report alopecia, whether due to toxins or 
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SILK WEAVERS’ NAILS 


to secondary infection, is not surprising, especially 
if caused by toxins. Apparently tick paralysis 
depends upon the existence of several conditions, 
as described by Costa. Probably additional factors 
determine that the toxin will be only locally neuro- 
tropic. 

The presence of moth-eaten alopecia occurring 
in the scalps of children during the period of March 
to August should bring to mind the possibility of 
tick infestation. 

344 E. Main St. 


BIBLIOGRAPHY 
Becker, S. W., and Obermayer, M. E.: Modern 
Dermatology and Syphilology, Ed. 2, Phila- 
delphia, J. B. Lippincott Company, 1947. 


Costa, J. A.: Tick Paralysis on Atlantic Seaboard, 
A. M. A. Am. J. Dis. Child. 83:336-347 
(March) 1952. 


De Sanctis, A. G., and di Sant’ Agnese, P. A.: 
Tick Paralysis (Report of Case in New York), 
J. A. M. A. 122:86-88 (May 8) 1943. 


Kral, F., and Novak, B. J.: Veterinary Derma- 
tology, Philadelphia, J. B. Lippincott Company, 
1953. 


McKee, G. M., and Cipollaro, A. C.: Skin Dis- 
eases in Children, Ed. 2, New York, Paul B. 
Hoeber, Inc., 1946. 





PECULIAR SILK WEAVERS’ NAILS 
A New Type of Artefacta 

FRANCESCO RONCHESE, M.D., Providence, R. I. 
TWNUUUUULAUATUUNOATAU TUTE 


Occupational marks help to identify the unknown 
dead or amnesic. To this purpose, some are very 
valuable, some are moderately valuable, and some 
-are considered of little value, if they are rare, obso- 
lete, or from faraway lands.1 Japan is a distant 
country, but close to the United States at the pres- 
-ent time. Consequently, an occupational mark, even 
if rare and found only in Japan, is of more than 
academic interest. 

In the April, 1947, and May, 1950, issue of the 
National Geographic Magazine appeared illustra- 
tions of two fingernails of a Japanese silk weaver. 
The edges of these nails were dented by a fine file- 
work so that they resembled a saw or a rake or a 
‘comb. The worker is not a common textile worker, 
but belongs to a select group of silk-weaving ar- 
tists, a secluded old group, making elaborately de- 
signed silk fabrics. He uses his finely dented finger- 
nails to pull and stretch the delicate silk threads. 
‘This is an ancient art, limited to few, and prac- 
ticed only in Kyoto and Osaka. Apparently, there is 
not such an occupational mark in China, Europe, 
-or elsewhere.* 

As it is generally understood, artefacta (artifi- 
cialis) is the name given to a condition or disease 





* Since this paper was submitted for publication, 
a picture of a Kurdish weaver tending a loom of 
Damascus brocades, was shown in 7'%ime magazine, 
Dec. 24, 1954. The working position of the Damas- 
‘cus weaver is, apparently, the same as that of the 
Japanese woman in Figure 1. It should be interest- 
ing to see if the Damascus weaver, doing apparently 
the same kind of fine work, also has to dent his 
fingernails, 





Fig. 1—Showing a Japanese sik weaver using two 
fingernails of the right hand filed as a comb. 


produced by art, by the individual, on himself. It 
may be done as the result of a psychic disturbance, 
to avoid work or military duty and in some cases 
for financial gain (malingering). Malingering in- 
cludes the disguising or denying a disability to ob- 
tain military duty. 
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Fig. 2.—The comb-like or rake-like filed nails of 
Japanese artist silk weavers. 


The self-filed Japanese nails are not a disease 
and not a simulated condition (pathomimia), but 
they are an artefacta, an onychosis artificialis, nec- 
essary for the performance of a particular occupa- 
tion. Certain hair trimmings, used by actors in their 
profession, may be included in this artefacta cate- 
gory. Of course, ordinary filing of the nails is also 
an artefacta, done for comfort, pleasure, beautifica- 
tion. As far as the nails are concerned, to my 
knowledge, there is not a similar instance of some- 
thing done by art, by oneself, on one’s nails to work 
or to facilitate work. 





A. M. A. ARCHIVES OF DERMATOLOGY 


As it is customary to exchange illustrations used 
in scientific publications, I asked the National Geo- 
graphic Magazine for permission to reproduce their 
illustrations, since the matter of profit was not in- 
volved. But such permission was refused. I had to 
struggle for four years to obtain the present illus- 
trations, through the cooperation of Horace Bristol 
Jr., of East-West Photographic Agency in Japan. 

These peculiar nails being strictly Japanese, in 
the process of identification of the unidentified dead 
or. amnesic or of a person with unprintable finger- 
prints in a body charred beyond recognition but 
with the two strong nails preserved, the examiner 
would have a hint that the body is that of a Japa- 
nese and particularly of a Japanese belonging to a 
small group of artistic silk weavers. 

To permit such fine dented filing, the nails must 
be of normal thickness and hardness. Psoriatic, thin, 
fragile, spontaneously splintering, separating, ab- 
normal nails, in general, could not be used in this 
kind of work. Onychophagia will also immediately 
disqualify the worker for such a job. 

Besides their gentle use on the silk threads, these 
nails may become a weapon of defense or offense. 


SUMMARY 
Dented fingernails made by accurate filing and 
used in the weaving of artistic silk fabrics, a peculi- 
arity found only in the Japanese, are described as 
an occupational mark valuable for personal identi- 
fication. 


170 Waterman St. (6). 
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RINGED HAIR 
Report of a Case 


JACK E. McCLEARY, M.D. 
and 
HAMILTON MONTGOMERY, M.D. Rochester, Minn. 


TMU 


Ringed hair is a rare, inherited abnormality of the 
hair shaft which is symptomless and is rarely a 
presenting complaint to the dermatologist. The fol- 
lowing case is reported because of the rarity of the 





Fellow in Dermatology and Syphilology, Mayo 
Foundation (Dr. McCleary) and Section of Der- 
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dation is a part of the Graduate School of the Uni- 
versity of Minnesota. ; 


526 


condition and because of the necessity for distinction 
of the abnormality from other abnormalities of the 
hair shaft. 

REPORT OF CASE 


A 25-year-old seminary student was seen at the 
Mayo Clinic in September, 1954, complaining of 
severe dandruff, itching scalp, and diffuse loss of 
hair for several years’ duration. An incidental his- 
tory of “checkered” or ringed hair since infancy 
also was given. The patient’s mother, sister, brother, 
all of his mother’s eight siblings, and four of his. 
seven cousins on his mother’s side were reported to 
have similar hair characteristics, limited to the 
scalp. ; 

Over the patient’s scalp there was a generalized,,. 
mild scaling with a diffuse thinning of the hair 
over the frontal area. Over the posterior part of the 














GRENZ RAY DOSAGE 


scalp the patient’s black hair had an unusual sheen. 
At first examination the individual hairs over this 
area appeared to be beaded. Closer examination dis- 
closed no irregularities of the hair shaft, but alter- 
nating, short, light and dark segments were noted. 
These hairs were in heaviest concentration over the 
posterior part of the scalp and less noticeable over 
the sides and anterior areas of the scalp. No alter- 
ation of fragility or evidence of fraying was noted 
(Figure). 

Microscopic examination of an individual hair 
confirmed that there was no abnormality of the 
contour of the hair shaft. In the medulla of the hair 
dark, fusiform segments separated by achromatic 
segments were seen, each of which was slightly less 
than 1 mm. in length. The nails and hair over the 
rest of the body showed no abnormalities. 








A specimen of ringed hair, showing normal contour 
of hair shaft, and the alternate light and dark bands: 
(a) reduced about 30% from mag. X 30; (b) reduced 
about 30% from mag. x 60. 


COMMENT 


Since the original description by Karsch in 1846, 
fewer than 90 cases of ringed hair, or, as it is also 
termed, “pili annulati” (Karsch) and “leukotrichia 
annularis’ (Unna), have been reported. Usually, 
alternating light and dark segments of about 1 mm. 
are seen in hairs over the scalp, although involve- 
ment of the mustache and axillary hairs! also has 
been reported. The concentration of involved hairs 
commonly is more marked over various areas of the 
scalp, especially posteriorly. Hairs have been de- 
scribed by various authors as being dry, fragile, 
gray, lusterless, with seasonal variations in color, 


easy breaking between colorless segments, and with 
increased tensile strength. The condition has been 
reported in association with leuconychia striata, with 
other abnormalities of the hair, including trichor- 
rhexis nodosa, monilethrix, alopecia prematura uni- 
versalis and alopecia areata, and with congenital 
defects such as melanoderma, syndactylia, poly- 
dactylism, and anodontia. 

The appearance of the hair shaft affected by pilus 
annulatus is not due to lack of pigment or pigment 
atrophy, but probably is due to gas-filled interstices 
of the cortex and medulla which occur in alternating 
segments of the hair and appear colorless in re- 
flected light. Theories concerning the cause of these 
colorless segments have included such factors as 
white pigment, intercommunicating air globules, 
alternating functional activity of the matrix such as 
to produce hard and soft segments which later in- 
corporate air, and segmental collections of carbon 
dioxide. In support of the last, Cady and Trotter? 
showed that after an involved hair has been im- 
mersed in a 5% solution of sodium hydroxide, the 
segmented appearance disappears. An extensive 
bibliography accompanies their article. 

Galloway, who first reported the condition in 
brothers, was the first to note a hereditary factor. 
This relationship also has been noted by many 
other authors, and in some instances the affliction 
has been traced through four generations. 

The diagnosis of pili annulati and distinction of 
the condition from other abnormalities of the hair 
shaft are not difficult after microscopic examina- 
tion of an involved hair shaft. There is no ir- 
regularity of the contour of the hair shaft, such as 
the fusiform nodulations of monilethrix and tri- 
chorrhexis nodosa, and the segmental dark and light 
bands are characteristic. The absence of fraying and 
twisting separates the condition from pili torti and 
trichoptilosis. 
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THERAPEUTIC NOTE ON GRENZ RAY DOSAGE 


FREDERICK KALZ, M.D., Montreal, Canada 
TWNUITIUTUVRUERICUUTLUUUUGUTVUTOTUUUVATUALUTLARUUGL RELL 


In an article on grenz rays, which appeared in 
1941,1 the therapy of nevus flammeus was dis- 
cussed, and I reported on a series of 38 cases, 
treated with this modality. The total dose used in 
those cases was about 10,000 r. The individual 
doses varied between 800 and 1200 r, and a radia- 
tion of a half value of 0.02 to 0.03 mm. of alumi- 


num was used. No disturbing sequelae were seen 
in this series, but minor teleangiectasia was ob- 
served in some patients treated subsequently. 

This observation induced me to change the 
technique, and to reduce the single dose to one 
ranging from 300 to 400 r in infants, from 400 to 
600 r in children, and from 600 to 800 r in adults, 
using a total of six to eight exposures in four to 
six weeks’ interval. A ray quality of 0.02 mm. in 
Al was chosen in all cases since the year 1944. 


527 

















This treatment scheme corresponds to the one 
recommended by Bucky and Combes ? in their re- 
cently published textbook. Twelve cases had been 
treated with this dosage. 

A case of unusual radiation sequela has since 
come to observation. A boy aged 14 months was 
referred to me by the pediatrician because of wide- 
spread nevus flammeus, with some pea-sized super- 
ficial cavernous lesions on wrists, involving the left 
hand, arm, and shoulder, as well as the right leg and 
foot. The reason for referral was not only the nevus, 
but also the fact that the left hand grew faster 
than the right and that a marked asymmetry was 
noticeable. I felt that therapy was justified in 
this instance because of the latter symptom. 

Individual doses of 400 to 600 r were given in 
five weeks’ interval to a total dose of 4300 r palmar 
and 3950 r on the dorsal surface of the hand. Very 
satisfactory bleaching ensued; the rate of growth 
of the left hand slowed down, and no asymmetry is 
noticeable today. One year after completion of 
therapy, however, thinning of the skin over the 
dorsum of the left hand was noted, and three small, 
superficial keratotic areas were seen over the 
knuckles and one over the wrist. These areas have 
hardly changed appearance since. 


A. 
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No cases of keratosis have been reported in the 
literature after comparable dosage, and no other 
cases have come to my observation. An instance 
of abnormal ray sensitivity must be assumed, even 
if some movement of the rather unruly child might 
have decreased the distance and thus increased the 
dosage somewhat in some fields. The mother re- 
ported a strong ray reaction after the fifth treat- 
ment, although no signs were visible five weeks 
later on observation. 

Since this incident I have again reduced the 
dosage to a maximum of 500 r in adults and 400 r 
in children, and 46 cases have since been treated 
and followed. There is somewhat less bleaching 


_ with a smaller dosage, but the effect was still 


satisfactory to the patient, in 40 instances, while 
in 6 only insignificant bleaching was achieved. No 
sequelae have since been observed. 


1414 Drummond St. 
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NICOTINIC ACID AS AN AGENT FOR COUNTERACTING 
IODIDE AGGRAVATION IN ACNE VULGARIS 


SHERWOOD W. BAREFOOT, M.D., Greensboro, N. C. 
TNE 


It is common knowledge among those treating 
skin diseases that iodides and bromides in some 
persons produce acneform eruptions, and in some 
instances, aggravate preexisting lesions of acne 
vulgaris. These observations are so commonplace 
that most dermatologists routinely advise acne 
patients to avoid iodides and bromides in all forms, 
such as iodized table salt, medications containing 
iodides and bromides, etc. There is no evidence to 
indicate that halogens other than iodides and bro- 
mides exert such an influence over acne. Epstein? 
found no difference in the rate of improvement of 
patients suffering with acne between those who took 
prescribed fluoride tablets and those who did not. 

Feinblatt and Ferguson? showed that the con- 
comitant administration of nicotinamide (niacin- 
amide) as the hydrobromide salt, could not only 
prevent bromism but could promptly cause regres- 
sion of bromism symptoms; and that nicotinamide 
prevented the development of side-effects while the 
serum levels of bromine remained high. By analogy, 
the possibility was considéred as to whether or not 
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nicotinic acid might not neutralize or counteract 
the aggravating factors of iodides ingested by pa- 
tients with acne vulgaris. 


CLINICAL MATERIAL AND RESULTS 


Nineteen patients with acne vulgaris who had 
not responded satisfactorily to conventional acne 
therapy were selected. In addition to a dietary 
regimen which included avoidance of iodized table 
salt, sea foods, and medications containing iodides 
and bromides, they were treated with vitamin A 
by mouth, frequent washings of the skin, sulfur 
preparations locally, attention to the seborrhea of 
the scalp, and periodic extraction of comedones and 
drainage of pustules. These patients all had either 
received or were receiving a conventional course 
of superficial roentgen therapy. The ages ranged 
from 14 to 27 years. 

Each of the 19 patients received 25 mg. of 
nicotinic acid by mouth immediately before each 
meal. They were instructed to continue to avoid 
iodides and bromides and to continue with their 
previous treatment regimen. 

Of the 19 patients taking nicotinic acid, 10 
showed definite improvement within 4 to 14 days 
























NICOTINIC ACID IN ACNE VULGARIS 


after the nicotinic acid therapy had been instituted. 
Among the 10 patients considered benefited by 
nicotinic acid, the drug was through neglect tem- 
porarily discontinued on several occasions. In every 
instance there was an exacerbation of the eruption 
which persisted until the nicotinic acid was re- 
sumed, after which there was marked improvement 
within two weeks. It should be remembered, how- 
ever, that exacerbation of the acne lesions always 
resulted in better patient cooperation in every 
respect; this may have accounted for some of the 
improvement noted at such times. 

In one patient there was a severe exacerbation 
following a watermelon feast during the time when 
she was endeavoring to avoid iodides and bromides 
but was not taking nicotinic acid. Later she learned 
that the melon had been heavily sprinkled with 
iodized table salt. In another patient there were 
two periods of marked exacerbation following a 
heavy sea-food meal. She was not taking nicotinic 
acid when these exacerbations occurred. Both 
patients showed marked improvement soon after 
starting nicotinic acid, and the improvement was 
maintained as long as the drug was taken, but in 
neither case was it maintained after the drug was 
discontinued, although honest efforts were con- 
tinued to avoid iodides and bromides. 

These two cases are examples of patients who 
ingest enough iodides in their food, even though 
endeavoring to avoid foods with relatively high 
iodide content, to keep the acne in a state of 
aggravation. The intensification in these patients 
was well controlled by taking nicotinic acid 
regularly. 

SUMMARY AND CONCLUSIONS 


Although it is difficult to demonstrate by a 
detailed analysis of every individual case studied, 
10 of 19 patients with acne vulgaris who had not 








improved satisfactorily after having followed a 
conventional acne therapeutic regimen, which in- 
cluded superficial x-ray therapy; showed clinical 
improvement with frequent and regular dosages 
of nicotinic acid by mouth. Two of these patients 
had shown exacerbations of the acne eruption asso- 
ciated with high iodide intake prior to the institu- 
tion of nicotinic acid therapy. 

Since nicotinic acid appears to prevent and 
cause the regression of bromism, it may, as a 
corollary, by counteracting the aggravating effects 
of iodides and bromides, be of benefit to those 
patients with acne vulgaris who are intolerant to 
halides. It appears to be definitely established that 
some patients get enough iodides in their food to 
aggravate acne vulgaris even though making honest 
attempts towards avoidance. 


ADDENDUM 


Since this paper was submitted for publication 
there has appeared in the literature a report of 
59 patients with symptoms from arteriosclerosis 
treated with niacinamide hydroiodide without the 
development of iodism in any instance. (Feinblatt, 
T. M.; Feinblatt, H. M., and Ferguson, E. A., Jr.: 
Treatment of Arteriosclerosis and Vague Ab- 
dominal Distress With Niacinamide Hydroiodide 
[Without Side-Effects], Am. J. Digest. Dis. 22:5 
[Jan.] 1955.) 
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Reticulum Cell Sarcoma. Presented by Dr. JoHN Garp. 


The following report is the sequel to the discussion at the October meeting of this Society 
with reference to the length of life of a patient with reticulum cell sarcoma, and is reported for 
the purpose of showing that a patient with this malignant disease lived for 12 years after that 
diagnosis was made. Slides were projected showing the growths as they appeared in 1942, 1946, 
1949, and 1950. 

On May 14, 1946, the patient was presented before the Manhattan Dermatologic Society 
with a diagnosis of “Mycosis Fungoides with Histologic Picture of Reticulum Cell Sarcoma” 
(Wise, F.: Arcu. Dermat. & Sypu. 58:597 [Nov.] 1948). On Jan. 20, 1949, he was presented 
before this Society with the diagnosis of “Reticulum Cell Sarcoma (Mycosis Fungoides?)” 

(Garb, J.: Ancu. Dermat. & SypuH. 61:875 [May] 1950). He was also shown in 1953 at the 

Bellevue Dermatologic Staff Conference with the diagnosis of reticuium cell sarcoma for the 
reason that he had had cutaneous lesions for 17 years before there was any apparent internal 
involvement. 

The patient first developed tumor masses on his abdomen in 1936. Since that time new lesions 
have appeared on the chest, back, and abdomen. The first two biopsies taken on Dec. 9, 1942, 
were interpreted by Dr. Klemperer as reticulum cell sarcoma. Another section taken from the 
right side of the abdomen in April, 1946, was diagnosed by Sims and Fraser as reticulum cell 
sarcoma, with a note by Fraser: “Keep in mind that mycosis fungoides and reticulum cell sar- 
coma may be closely simulated by one another.” 

He was admitted in 1953 to the Neurologic Service for a cauda equina sendeeins with roent- 
genologic evidence of collapse and destructive changes of the third lumbar vertebra which neces- 
sitated a decompression operation. The patient died on June 26, 1954. A detailed report of 
this interesting case will be submitted later. 


Sturge-Weber Syndrome (Encephalotrigeminal Angiomatosis) Associated with Uni- 
lateral Cutaneous and Osseous Sarcoidosis. Presented by Dr. Davin Bioom. 

This case was presented at the Bronx Dermatological Society in 1953. 

Because of the presence of cutaneous and osseous sarcoidosis on the left side of the body 
only, a Kveim test was done on both forearms on the possibility that a reaction would take place 
only on the side affected. However, both forearms gave a positive reaction, except that on the 
nonparetic side the reaction was less pronounced than on the left. 


Epidermolysis Bullosa Hereditaria? Acrodermatitis Enteropathica Sine — 
ica? Presented by Dr. A. A. FisHEr. 

W. L., an 18-month-old girl, was presented before this Society in October, 1953, with the 
diagnoses noted in the title. The following changes have occurred since her presentation. 

1. The thick white membrane on the tongue and buccal mucosa has cleared, and the lower 
lip, which was covered with a thick yellow crust, appears normal. 

2. The fingernails and toenails, which were thickened, yellow, and surrounded by a crusted 
paronychia, have cleared. 

3. The large arciform plaques on the abdomen and knees have been replaced by small round 
crusted lesions. There are areas of pigmentation at the site of the former lesions. 

4. There are some erythema-multiforme-like lesions and erythema-annulare-centrifugum-like 
lesions on the trunk and extremities. 
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5. There are two thick crusted lesions on the scalp and moderate. alopecia in the occipital area. 

The lesions were cultured on three occasions, but no monilial organisms were found. 

A younger brother has a similar eruption. The child’s mother, maternal grandfather, great- 
grandfather, and six cousins are said to have had the same condition. The mother’s condition 
cleared at the age of 13. Neither the patient nor any of the affected relatives have had alopecia 
or gastrointestinal difficulty. Trauma does not seem to play any important role in the appear- 
ance of the lesions. 

DISCUSSION 


Dr. Davin Bioom: Although no distinct bullae are seen in these children, their condition is 
definitely epidermolysis bullosa. Such erythematous lesions with crusted borders, which look 
like healing impetigo or like remnants of bullae, are seen in epidermolysis bullosa. The skin in 
these areas is affected, but not to the degree of manifesting a bulla. I have now under observa- 
tion at Bellevue Hospital, a family of several siblings affected with an exactly similar eruption. 

It is, of course, very far fetched to think of the diagnosis of acrodermatitis enteropathica- 
Neither a cutaneous eruption nor gastrointestinal symptoms are present which would justify 
such a consideration. 


Dr. A. A. FisHER: To my mind neither diagnosis seems to fit exactly the condition that 
the brother and sister exhibit. Trauma does not seem to play a role in these cases nor are bullae 
a feature of the disease. If this is epidermolysis bullosa hereditaria, it would be very difficult to 
explain the absence of process on the fourth toes of both children. In both children the fourth 
toes are absolutely normal. The peculiar ringed lesions and solid plaques resemble a great 
deal those seen in acrodermatitis enteropathica. However, as I have stated, the cases do not seem 
to fit well in this category either. 


Exudative Discoid and Lichenoid Dermatosis with Xanthoma (Resulting from Cor- 
tisone Therapy?). Presented by Dr. Norman B. Kanor. 


This patient was presented before this Society on Jan. 21, 1954, with the diagnosis of “Exuda- 
tive Discoid and Lichenoid Dermatosis (Sulzberger-Garbe).” 

D. G., a 53-year-old man, first developed a pruritic eruption on the face, trunk, and extremi- 
ties early in 1952. There were numerous discrete and confluent erythematous, scaly, and infiltrated 
patches on the face and neck, over the chest and shoulders, the trunk and penis, and on the 
upper and lower extremities. Treatment with cortisone by mouth was begun on Nov. 17, 1953. 
The initial dose of 200 mg. daily produced definite objective and subjective improvement in 48 
hours, and the dose was stepped down over a two-week period to 75 mg. daily, with continued 
improvement. The patient’s eruption was well controlled by 75 mg. of cortisone daily from Dec. 
1, 1953, until June 15, 1954. During this period several trials at reduced cortisone dosage resulted 
in prompt recurrence of the lesions. His weight and blood pressure were checked frequently and 
showed no increase. On April 20, 1954, several orange-yellow nodules were noted at the left 
elbow, and many orange-yellow maculopapules over the upper trunk and extremities. The 
cortisone dosage was reduced during June and July, 1954, to 50 mg., then to 37.5 mg., and finally 
to 25 mg. daily. There was no recurrence of the original dermatosis, but the new eruption 
persisted. Cortisone was discontinued in August, 1954. A diet poor in animal fats was advised. 
There was no change in the skin lesions until October, 1954, when the orange-yellow lesions 
began to decrease in number, and those that remained became smaller and flatter. At the same 
time, discoid and lichenoid lesions began to reappear. Recently the patient developed a large 
carbuncle on the right side of the neck, which was treated by incision and drainage, and chlor- 
tetracycline (Aureomycin) orally in doses of 250 mg., four times daily. At present, there are 
scattered discoid and lichenoid lesions on the face, upper arms, and back. The xanthomatous 
lesions have distinctly regressed. 

Microscopic examination of representative lesions from the left elbow and left arm showed 
the characteristic features of xanthoma. The fasting blood sugar on April 28, 1954, was 55 mg. 
per 100 cc., and a five-hour glucose tolerance test showed a low flat curve. On April 27, 1954, 
the total serum lipids were 2,072 mg. per 100 cc.; fatty acids, 1,727; lipid P, 23.8 mg. per 100 ce. ; 
cholesterol, 345 mg. per 100 cc. Repeat serum lipid studies on a specimen obtained following the 
clinical improvement are not yet reported. 





DISCUSSION 


Dr. Joun Gare: A series of cases developing hypercholesteremia following treatment with 
cortisone and corticotropin (ACTH) has been reported by Adlersberg and co-workers 
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(J. A. M. A, 144:909 [Nov. 11] 1950). This patient may have had a latent xanthomatosis, and 
cortisone may have caused the eruption of xanthomatous lesions. 

Dr. Davip BLoom: It is a fact that cortisone or corticotropin raises the level of cholesterol 
in the blood to an abnormal degree. It is therefore possible that the xanthomatous lesions in this 
patient may have some relation to the preceding cortisone administration. 

Dr. Norman B. Kanor: It is possible that cortisone administration may have influenced 
the xanthomatous eruption which appeared during therapy of the original dermatosis. As Drs. 
Garb and Bloom stated, sustained cortisone administration for more than two or three weeks 
produces a hypercholesteremia in more than 80% of persons so treated. It acts directly on 
cholesterol metabolism and indirectly through depressed thyroid function. One should bear in 
mind these effects of cortisone therapy because of their possible relationship to atherosclerosis, 
and, as illustrated by this case, to xanthoma; and because the thyroid gland depression may 
affect general body growth, and may explain occasional refractoriness to continued cortisone 
therapy. 


Acrosclerosis. Presented by Dr. Davip BALLIN. 


D. M., a 14-year-old girl of Puerto Rican parentage, was seen for the first time on Oct. 14, 
1954. She gave a history of treatment for rheumatoid arthritis in various hospitals for the 
last seven years. The patient appears to be younger than the stated age. Her mouth appears 
smaller than normal, although she complains of no difficulty in opening it. Her hands are cool 
and slightly moist; there is evidence of erythrocyanosis. The fingers are tapering and semi- 
flexed. The skin is smooth, shiny, and tight over the underlying structures. The joints are 
enlarged and slightly redder than the surrounding area: There is definite limitation of motion in 
extension and flexion. There is a clavus on the dorsal aspect of the fourth and fifth toe of each 
foot. A keratotic lesion on the plantar surface of the right foot appears to be firmly fixed to the 
deeper structures. This lesion is painful. 

One specimen of blood gave positive serologic tests for syphilis, but tests will be repeated 
because there is no family history of syphilis. : 

The blood and urine examinations gave normal findings. 


DISCUSSION 


Dr. NaTHAN SoseL: A new method for treating generalized as well as localized types of 
scleroderma has recently been used in Europe (Emmrich, R., and Petzold, H.: Medicamentous 
Sleep Therapy in Management of Scleroderma and Related Clinical Aspects, Deutsche med. 
Wchnschr. 79:1003 [June 18] 1954; abstracted, J. 4. M. A. 156:654 [Oct. 9] 1954). Thirteen 
hospitalized patients were maintained in deep sleep for a period of four days. During the first 
two days two or three intramuscular injections a day of Pantopon 0.04 and scopolamine hydro- 
bromide 0.0006 gm. were given. During the following two days isotonic sodium chloride injec- 
tions were substituted. On the second day profuse sweating occurred and in some patients per- 
sisted for several days. Occasionally there was a rise in temperature. The favorable effect of 
treatment on the skin was noticeable on the second day. The improvement continued, and the 
skin became soft. This treatment should be used with great caution; one of the patients died, 
possibly from hyperthermia. 

Dr. Davip Battin: I do not believe that this is a fully developed case of acrosclerosis. Any- 
thing that might help this patient is worthy of trial. The patient will receive chloroquine first as 
suggested. 


Keratosis Pilaris Rubra Atrophicans Faciei (Brocq) or Folliculitis Rubra (E. 
Wilson)? Keratosis Pilaris or Keratose Pilaire Blanche (Brocq)? Presented by 
Dr. A. A. FISHER. 


J. S., a 10-year-old boy, has. had dryness and thickening of both elbows since infancy. Later 
a follicular hyperkeratosis of the back, thighs, and the outer aspects of both arms developed. The 
follicular papules in these areas are flesh-colored or slightly red. 

At present on the face, especially the lateral portions of the cheeks, there is a symmetrical 
eruption consisting of hundreds of tiny, hyperkeratotic, follicular papules of a rosy red hue. There 
are a few simliar papules on the left ear lobe. The eruption is symptomless. 


The patient is presented for suggestions for therapy. 
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DISCUSSION 


Dr. Davip Bioom: I think that the term “keratosis pilaris rubra faciei” covers this condi- 
tion in all its varieties. It is a hereditary condition which consists of telangiectasia and tiny 
keratotic follicular papules located most frequently on the sides of the face. There is a 
conspicuous redness of the face of which the patient complains. When there is an associated alo- 
pecia of the eyebrows with tiny atrophic areas in follicular openings, one may call it “ulerythema 
ophryogenes.” I have such a case under observation in a woman of 22, who shows marked 
erythema of the entire face which has been present since childhood. Her mother, whose face 
shows only mild telangiectasia, states that she had a similar condition in her childhood and young 
womanhood. 

Dr. Max Wo tr: I think that this is a typical case of keratosis pilaris rubra atrophicans 
faciei. These cases were first described by Brocq in 1889. Similar cases were described by H. 
Hecht in the Arcuives (Arcu. Dermat. & Sypu. 58:41, 1948). I had the opportunity to 
demonstrate three similar cases at the Bronx Dermatological Society, 1953. I think that these 
cases represent a definite entity and have to be distinguished from ulerythema ophryogenes which 
usually starts on the outer eyebrows and leads to hair loss of this region. Keratosis pilaris rubra 
atrophicans faciei starts outside the temples and in fronts of the ears. Most cases improve after 
puberty even without any local treatment and without the aid of vitamin A. 

Dr. A. A. FisHer: I included the diagnosis “follicularis rubra of E. Wilson” because it is 
a good term and is referred to by Brocq. I do not believe that this condition is the same as 
ulerythema ophryogenes, which probably belongs to the sycosiform group and leaves large pitted 
and sometimes varioliform scars. Keratosis pilaris rubra atrophicans faciei (Brocq) usually 
leaves no scarring, or, at the most, tiny pitted scars which are just barely visible. In this case, 
although there are follicular lesions on the forehead near the eyebrows, there seems to be no 
involvement of the eyebrows themselves. I wonder if this boy will have alopecia of the bearded 
area in later life. I was glad to hear that Dr. Bloom has observed cases in which the condition 
has cleared. 


Lymphocytic Infiltrations of the Face. Presented by Dr. Max WOLF. 
Pigmented Nevus of the Penis. Presented by Dr. JosEpH L. Morse. 
Case for Diagnosis. Factitial Ulcer? Granuloma? Necrobiosis Lipoidica? Tuberculosis Cutis? Presented by 
Dr. A. J. OrFuss. 
Granuloma Annulare en Plaque. Presented by Dr. FREDERICK REISS. 
Verrucous Nevus of the Left Foot (Follow-up presentation). Presented by Dr. Max Wo LF. 
Lupus Erythematosus (Systemic?) Chronic Nephritis (Follow-up presentation). Presented by Dr. A. A. FISHER. 
Lichen Pianus and Lichen Sclerosus Atrophicus with Ulcerations (Follow-up presentation). Pre- 
sented by Dr. A. A. FISHER. 
Congenital Fibromata of the Fourth and Fifth Fingers of Left Hand (Follow-up presentation). Presented by 
Dr. A. A. FISHER. 
Actinic Skin, Multiple Senile Keratoses with Bowenoid Changes, Treated with Thorium X (Follow-up presenta- 
tion). Presented by Dr. A. J. OrFuss. 
Systemic Scleroderma with Lung Involvement (Follow-up presentation). Presented by Dr. JoHN Gars. 
Xanthomatosis with Flat and Tuberous Lesions (Follow-up presentation). Presented by Dr. JOHN 
Gare and (by invitation) Dr. S. G. CLYMAN. 
Dermatomyositis with (Spontaneous?) Resolution of the Lesions. Presented by Dr. JoHN GARB. 
Hyperlipemic Xanthomatosis. Presented by Dr. I. LuBowe. 
Majocchi’s Disease Treated Successfully with Hydrocortisone. Presented by Dr. FREDERICK REISS. 


CHICAGO DERMATOLOGICAL SOCIETY 
Julius Ginsberg, M.D., President 


Irene Neuhauser, M.D., Secretary 
Nov. 17, 1954 


Thrombotic Thrombocytic Purpura with Leg Ulcers. Presented by Dr. Samuet M. 
BLuEFArRsB and Dr. Harowp H. Ronin and (by invitation) Dr. DonaLD UNGER. 


This 29-year-old Negro woman (A. L.) was apparently well until Sept. 27, 1954, when she 
began suffering pains in her head and sides. On Oct. 8 she had a convulsion, and three days 
later became disoriented. The following day she vomited three times and was admitted to Cook 
County Hospital. There has been a 20 Ib. (9 kg.) weight loss in the past eight months. 

Physical Examination.—Patient is a well-developed and well-nourished Negro woman, with 
slurred speech, in a very anxious confused state. Blood pressure 100/68, pulse 112 and regular. 
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Mucous membranes were pale and mildly jaundiced. Three petechiae were found on the tongue, 
and there were two soft discrete cervical lymph nodes. Grade I systolic murmur all over the 
precordium. Reflexes in the legs were increased, but there were no definite pathological reflexes. 

Laboratory Findings—Urine showed 4+ albumin and 2+, urobilinogen; 1 to 2 red blood cells 
per field. Hemoglobin 28% ; red cells 1,420,000; white cells 8,100, with normal differential count ; 
3+ aniso- and poikilocytosis; 14 nucleated red cells per 100 white blood cells; 8,520 platelets 
(markedly decreased) ; reticulocyte count 33%. 

L. E. preparation negative. Icterus index 31; fasting blood sugar 135 mg. per 100 cc.; total 
protein 8.4 gm. per 100 cc.; A/G 3.8: 4.6; thymol turbidity 8.4 units; gamma globulin 1.60 gm. 
per 100 cc. Spinal fluid normal except colloidal gold 555111000. Bone marrow “compatible with 
thrombotic thrombocytic purpura.” Skin biopsy showed intravascular thrombi. Sedimentation 
rate 79; Kahn reaction negative. 

Therapy consisted of corticotropin, intravenous fluids, blood transfusions, cortisone 300 mg. 
daily. 

Course.—The patient developed scattered petechiae and had intermittent episodes of marked 
confusion. Neurological consultation resulted in a diagnosis of catatonic schizophrenic reaction. 

On Novy. 2 she had a splenectomy, following which she showed marked mental, physical, and 
chemical improvement (platelet count rose to 312,000). The spleen weighed 90 gm. and showed 
no abnormalities. The site of the gastrocnemius muscle biopsy never healed properly, and 
developed into an ulcer which now measures 2 by 0.5 cm. The sites of two cut-downs are almost 
healed. 

DISCUSSION 


Dr. ApotpnH RostENBERG: Thrombocytopenic purpura is a rather rare condition. It has 
been described as a possible manifestation of the Shwartzman mechanism. It is also known as 
platelet thrombosis disease. It is characterized by purpura, colicky abdominal pains, and cerebral 
manifestation, all of which this patient had. Not too much is known about the condition because 
it is only in recent years that it has become recognized. It has a bad outlook. I do not know 
whether this patient has this condition, but ulceration, of course,.could develop as part and parcel 
of a Shwartzman reaction. In a Shwartzman one sees platelet thrombi and aggregations of 
granulocytes. That is one of the reasons why the hemorrhagic necrotic lesions develop. If this 
patient has that type of alteration, it would be a reasonable explanation for the development 
of the ulcerations. 


Dr. THEODORE CoRNBLEET: There is evidence that the entity thrombotic thiceitioryete pur- 
pura may be another manifestation of the group of collagen diseases. I have seen reports of 
several autopsies in which pathologists showed tissue changes suggestive of lupus erythema- 
tosus. 


Dr. SAMUEL M. BLUEFARB: This syndrome is characterized by three distinct phenomena: 
(1) thrombocytopenic purpura, (2) hemolytic anemia, and (3) signs due to occlusion of small 
arterioles, usually manifested clinically by neurologic and mental changes. 

The onset in these cases is usually abrupt and the course is short and fatal. This case is 
one of the few which have been diagnosed antemortem, having thus far responded to splenectomy 
and steroid therapy. 

The cutaneous lesions which have been described in this syndrome are urticaria and purpura, 
and in one other case, described in the literature, there were ulcerations of the legs, as in this 
case, 

Two main etiological theories have been advanced: first, the relationship to the collagen 
diseases, as lupus erythematosus and polyarteritis nodosa, and second, the relationship to bk aaa 
sensitive states, such as Shwartzman’s phenomenon. 

Of interest in this case is the fact that, although the clinical picture was suggestive of 
thrombotic thrombocytopenic purpura, the histologic examination of the skin, and later of the 
spleen, confirmed the diagnosis. Therefore, I would like to stress the value of skin biopsy, which 
may be of diagnostic value. 


Case for Diagnosis. Presented by Dr. Epwarp A. OLiver, Dr. ADoLPH ROSTENBERG, 
Dr. JAMEs R. WessTER, and (by invitation), Dr. ALFRED VoiG?. 
The patient, a white man aged 35, first experienced dermatitis eight years ago. He initially 
noticed an asymptomatic “red blotch” on the left lateral superior thigh. During the following 
eight years the initial area of dermatitis spread, and areas have also developed on the right 
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thigh, antecubital spaces, the abdomen, posterior popliteal spaces, and axillary region. Recently, 
he has experienced a tingling and burning in these areas following contact with soap and water. 


The patient is a sheet-metal worker who has had contact with aluminum, copper, galvanized 
iron, hydrochloric (muriatic) acid, and pitch of nine years’ duration. 


The patient is a well-developed, well-nourished white man. Blood pressure is 140/84, pulse 
-88, temperature 98.6 F. Physical examination is essentially negative, except for a poikiloderma- 
like eruption in the areas stated in the history. He has also condylomata acuminata of the penis. 

Laboratory Findings—STS negative. White blood count 8,300, with neutrophiles 79%, 
lymphocytes 20%, eosinophiles 1%. Red blood count 5,190,000, with 16 gm. of hemoglobin. 
Hematocrit reading 47%. Bleeding time 1 minute, 15 seconds; coagulation time 4 minutes, 22 
seconds. Prothrombin time 14 seconds—57%. Initial urinalysis normal. Total protein 7.4 gm. 
per 100 cc., with A-G ratio 4.9: 2.5. Chest x-ray essentially normal. Bone marrow of sternum 
moderately cellular, with adequate megakaryocytes. The nucleated red blood cell and white 
blood cell ratio is approximately 1:2, with normoblastic erythropoiesis, There is a moderately 
marked increase in both mature and immature lymphocytes, including blast forms present in 
-all the spicules observed, as well as some increase in histiocytes, monocytoid cells, and eosino- 
philes. Slide of the skin biopsy is present for observation. 


DISCUSSION 


’ Dr. Henry E. Micuetson, Minneapolis: I think this patient has what was formerly called 
parakeratosis variegata. We have learned that a so-called purpuric lichenoid eruption often is 
suggestive of parapsoriasis, and mixtures of the two conditions are rather common. One might try 
‘vitamin De for its effect here. 

Dr. S. W. BEcKER Sr.: I did not see any iron or silver preparations. The section that was 
‘shown had quite profound lymphocytic infiltration and Cayenne pepper spots. This may be 
only in certain lesions, which makes it at least unlikely that it belongs in the Schamberg group 
of disorders in which there are minute hemorrhages into the skin. The distribution, however, 
is not right for Schamberg’s disease. Ordinarily it is on the lower extremities. I was not 
impressed with the diagnosis of parapsoriasis. I thought it was chiefly a disorder characterized 
‘by small hemorrhages into the skin and hemosiderosis. 

Dr. THEODORE CoRNBLEET: I thought of poikiloderma atrophicans vasculare. Dr. Oliver 
has had uncommon experience in studying it; I wonder if he would discuss this? 

Dr. SAMUEL M. BLUEFARB: I was very much interested in Dr. Michelson’s comments on 
the relationship of this case with parakeratosis variegata. Pollitzer’s original case of para- 
keratosis variegata eventuated into mycosis fungoides. My clinical impression was that this 
patient had poikiloderma. However, with the increase of blast cells in the bone marrow, I 
believe this case should be classed with the lymphomas. 

Dr. ApoLteH RosTENBERG: My impression was that the lesions fitted the label of poikilo- 
-derma atrophicans vasculare, which is a morphologic designation. Such cutaneous lesions can 
develop with several underlying conditions, but the usual one is a lymphoblastoma. 

I was interested in Dr. Michelson’s comment on parapsoriasis variegata, that is one of the 
sideroses. It is my impression that parapsoriasis (parakeratosis) variegata is indicative of an 
“underlying lymphoblastoma. 

Dr. Epwarp A. OLIVER: We first thought of labeling this case a “poikiloderma-like” erup- 
tion. There have been many cases reported in society proceedings as poikiloderma, when they 
should have been called poikiloderma-like. The microscopic section shown was cut in a peculiar 
way, but our pathologist at Hines Hospital said that it showed some evidence of mycosis 

- fungoides. 

When Jacobi showed his original case, which was really poikiloderma with dermatomyositis, 
there was considerable discussion as to whether it was parakeratosis variegata or scleroderma. 

This case is poikiloderma-like and resembles somewhat a case I reported in 1935 that 

- developed mycosis fungoides. 
Many of these patients that show poikiloderma-like symptoms belong in the lymphoblastoma 
_ group. 

Some years ago John Lane reported one of the first cases of poikiloderma shown in this 
country and this patient died of Hodgkin’s disease. Ormsby reported another patient who 

~ eventually died of lymphosarcoma. 
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Dr. Minnie Perlstein showed before this Society some years ago a typical case of poikilo- 
derma, I have seen this patient within the last three months, and she still has poikiloderma but 
is alive and well. The condition in our patient has been present for eight years, and as yet he 
shows no signs of developing mycosis fungoides. 


Case for Diagnosis: Congenital Defect of the Scalp. Presented by Dr. Davip M. CoHEN. 


H. G., a white boy aged 2% years, presents a bald area on the scalp which has persisted since 
birth. The site is posterior to the vertex and near the midline, and is about 244 by 1% in. 
(6.4 by 3.2 cm.) in size. The area is a circular, sharply defined one, and the skin is smooth, shiny, 
atrophic, and scar-like. It has a slight yellowish appearance. The skin is freely movable with no 
evidence of attachment to the deeper structures of the scalp. At one site a keloidal formation is 
present, while in another a few sparse, long hairs are seen. 

There are no subjective symptoms or other demonstrable congenital abnormalities. 

Delivery was by breech extraction with the use of forceps. Immediately after delivery, the 
involved site presented a crusted lesion. This-crust separated from the skin in about one week, 
and the bald area has persisted until the present time. 

There is no history of any similar lesions in the parents or the parents’ families, or of con- 
sanguinity. 

A complete blood count revealed 12.3 gm. hemoglobin per 100 cc.; 4,130,000 erythrocytes; 
14,400 leucocytes, 24% polymorphonuclear leucocytes, 70% small lymphocytes, 5% monocytes, 
and 1% eosinophiles. 

A urinalysis was within normal limits. Roentgenograms of the skull revealed no abnormalities. 

Histological examination was not permitted. 


DISCUSSION 


Dr. Leon Gotpman, Cincinnati: I think this is an unusual and striking case as an example 
of congenital absence of the skin, chiefly because of the presence of extensive skin crusting at 
birth. This type of defect includes varying degrees of intensity, including even the bone, and the 
head is a common place for these congenital defects. The clinical importance of such a diagnosis 
is to establish the lack of a traumatic factor, with unfounded blame for the obstetrician, and also 
to examine the patient for other evidence of congenital defects, such as clubfeet. You should 
consider also in the differential diagnosis of congenital absence of the skin, a congenital gangrene. 
I have seen two cases at birth. This gangrene was of the dry type, occurred on an upper 
extremity, and in each instance was associated with wrist drop. They tell me it is also possible 
to have impetigo at birth, but how they make the diagnosis, I do not know. 

Dr. Davip M. CoueEn: It is unfortunate that a biopsy could not be done in this case. 
Histologically, usually there is an absence of sweat and sebaceous glands. In regard to scars 
following forceps delivery, these are usually present on the sides of the face and are linear, 
although they have been reported on the scalp. Delivery was by breech, and forceps were used 
on the after-coming head. 

At birth there was a crusted area at the involved site about 2 cm. in diameter, which quickly 
came off. It is possible that the amnion may become attached to the fetal skin, and after an 
increase in the amniotic fluid, tears may result from preformed bands. This would have to occur 
early, at about four months of fetal life in order to obliterate the sebaceous and sweat glands. 

Another theory is that since there is much rearrangement of the dorsal midline of the 
embryo, particularly in the region of the head, deformities may occur which may even involve 
the brain. The posibility of uterine hemangiomas, which spontaneously cure themselves and leave 
scars, has been suggested. One must also consider that in the passage of the fetus through the 
birth canal, exostoses of the pelvis may produce some damage and occasionally may result in some 
deformity of the scalp. 

In 1943, Anderson and Novy reported four similar cases, and one photograph is practically 
identical with this child which we presented today. They stress that these lesions should be left 
alone, as there is 20% mortality among these children, the cause being meningitis. 


Reticulum Cell Lymphosarcoma with Basal Cell Epithelioma. Presented by Dr. SAMUEL M. BLUEFARB and 
Dr. Haro_p H. Ropin and (by invitation) Dr. LEonarRD Horr. 

Case for Diagnosis (Nonspecific Neurodermatitis). Presented by Dr. JAMES R. WEBSTER and Dr. STANLEY 
Hurr and (by invitation) Dr. HAROLD Marks. 

Thrush with Poor Nutrition. Presented by Dr. THEODORE CORNBLEET and Dr. Smney Barsky and (by invitation) 
Dr. Cartos Det Busto. 
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Hyperthyroidism with Excoriations and Pigmentation. Presented by Dr. Davip OMENs and (by invitation) 
Dr. Harotp D. OMENS and Dr. LEONARD Holr. 


Erythema Multiforme Bullosa. Presented by Dr. JaMEs R. WEBSTER and Dr. STANLEY HurFF and (by invitation) 
Dr. HarotD Marks. 


Case for Diagnosis (Depigmentation of Feet). Presented by Dr. THEODORE CORNBLEET and Dr. SIDNEY BARSKY 
and (by invitation) Dr. CarLos De. BustTo. 


Systemic Lupus Erythematosus. Presented by Dr. JAMES R, WEBSTER and Dr. STANLEY HurF and (by invitation) 
Dr. HarRoLtD Marks. 


Pseudopelade. Presented by Dr. MaLco_m C. SpENcER, Danville, Ill. 
Pseudopelade. Presented by Dr. THEODORE CORNBLEET. 
Steatocystoma Multiplex in a Woman. Two Cases. Presented by Dr. RICHARD M. OLIVER. 


Case for Diagnosis. Lymphocytoma? Lymphoblastoma? Presented by Dr. R. B. STOUGHTON and (by invitation) 
Dr. Epwarp H. FERGUSON. 


Case for Diagnosis. Epidemolysis Bullosa (?) Presented by Dr. FREDERICK D. MALKINSON (by invitation). 
Scleroderma (Active). Presented by Dr. Jutitus E. GINSBERG. 
Premycotic Dermatitis with Early Nodules. Presented by Dr. S. W. BECKER. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Gerard A. DeOreo, M.D., President 
Benjamin P. Persky, M.D., Secretary 


Allen E. Walker, M.D., Reporter 
Oct. 28, 1954 


Addison’s Disease Treated with Hydrocortisone and Desoxycorticosterone Acetate. 
Presented by Dr. GEorGE M. Stroup. 


Mrs. A. W., a 53-year-old housewife, developed dark brown pigmentation of widespread areas 
of the skin six months ago. This was followed by nausea, vomiting, and weakness, which became 
so severe that she was admitted in emergency to University Hospitals three months later. 

She has shaved her face because of hirsutism since an attack of typhoid fever, followed by 
scarlet fever, 38 years ago. In 1944 a tuberculous left kidney was removed. There is no history 
of tuberculosis elsewhere. 

Examination shows a diffuse or mottled light brown pigmentation of the forehead, cheeks, 
neck, waist (by history), cubital fossae, elbows, part of the extensor surface of the forearms, 
dorsum of hands, palmar folds, knees, and dorsum of feet. Blood pressure was 100/60. 

Significant laboratory findings: Hemoglobin 12 gm. per 100 cc.; white cell count 3,500 per 
cubic millimeter ; total eosinophile count 46 per cubic millimeter; sedimentation rate 41 mm./hr.; 
blood sodium 138 mEq per liter; potassium 4.9; chlorides 100. X-ray shows evidence of healed 
tuberculosis of the right lung base. 

A corticotropin study was done as follows: At 8 a. m. (patient fasting) 5% dextrose in water 
was given intravenously at the rate of 125 cc. in 1 hr. At 10 a.m. 40 units of corticotropin 
(ACTH) was added to the venoclysis, which was continued at the same rate until 2 p.m. 
Determinations made were as follows: 


Eosinophiles 17-Ketosteroids 
OGM iii vie cnet vesetetsentedccedseus eee G10 Biss ic ndscvaecvobescs 0.170 mg. 
pg © Op eay ty Ore rer es Teper reo st 106 BOIS DMB s isc ences ieaccvoeses 0.184 mg. 
Sec bds cas ceanknswekess tanbasesas 126 BO SDs digi cavdeviacnivvens 0.148 mg. 


Histologic examination of a section of skin of the neck showed relative atrophy of the rete 
pegs and increased melanin and clear cells in the basal layer. There were lymphocytes and few 
melanophores in the upper corium, which was edematous. 

The patient had a stormy initial hospital course, with exacerbation of symptoms and a lower- 
ing of blood pressure to 75/40, which was successfully treated with intravenous dextrose, a trans- 
fusion, desoxycorticosterone acetate, and intravenous hydrocortisone. The cutaneous pigmenta- 
tion has almost disappeared, and she has progressively gained strength. The maintenance dose 
of hydrocortisone had been 10 mg. b. i. d. The evening dose was recently changed to 5 mg. 
because of insomnia, which has since improved. When in the hospital, 150 mg. of desoxycorti- 
costerone was implanted subcutaneously. 


DISCUSSION 


Dr. G. M. Stroup: There are some atypical features in this case. One is that after the 
patient had typhoid and scarlet fever during adolescence she developed hirsutism of the neck 
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and face to the extent that she has had to shave almost daily. Hirsutism is usually a sign of 
hyperactivity of the adrenal cortex. Our endocrinologist thought that this was probably not 
related to the development of her present illness. The diagnosis of Addison’s disease was not 
certain at first because the electrolytes were normal. However, newer knowledge disclosed the 
fact that there is a different part of the adrenal cortex which governs the electrolyte balance 
than that which affects the eosinophile count after corticotropin is given. Eosinopenia did not 
develop after the corticotropin was given. 

Psychosomatically, it is interesting to note that her illness developed within a month after 
a long-time employer died, a man to whom she had been attached socially as well as at work. 
The stress factor is not now very great because she has been greatly improved with a very small 
dose of cortisone, 10 mg. in the morning and 5 mg. at bedtime. We know that she had renal 
tuberculosis on one side, and the presumption is that she has had tuberculosis of the adrenal 
glands. The surgeon says that he did not remove any adrenal tissue. Within the last week she has 
developed folliculitis of the neck, which has responded to antibiotic ointment. It is possible that 
this could be related to the steroid therapy that she has been receiving. 


Xanthoma Tuberosum. Presented by Dr. ALLEN E. Wacker and Dr. Joun J. STEWART. 


Mrs. L. G., a 52-year-old white married woman, first noted the onset of a yellowish discolora- 
tion of the creases and lines of the palms and grouped bumps over the outer aspects of the 
knees and elbows four months ago. They have gradually become more widespread and prominent. 
The patient states that she has always been in good health. There has been no weight loss or 
evidence of polydipsia, polyphagia, or polyuria. 

The past history and family history are noncontributory. 

Physical examination reveals a well-developed and well-nourished white woman, in no 
distress. Her blood pressure is 140/60. Her temperature, pulse, and respiration are within normal 
limits. In the folds of both palms, is noted a yellowish deposition, which is soft and nonpruritic 
in character. On the elbows and knees, over the extensor aspects, are located grouped 2 to 3 
mm. yellowish papules, which are in the upper part of the skin and are mobile with the skin. 

The blood count was within normal limits. The Kline test was negative; basal metabolism 
+21; urinalysis negative; BUN 15 mg. per 100 cc.; creatinine 1 mg. per 100 cc.; cephalin 
flocculation negative. Glucose tolerance test showed a fasting blood sugar of 113 mg. per 100 cc., 
one-half hour 181 mg., one hour 177 mg., two hours 140 mg., and three hours 127 mg. per 100 cc. 
All urinalyses were negative for sugar. : 

The chest plate is negative for any significant pulmonary, mediastinal, or diaphragmatic 
pathology. 

The electrocardiogram was not remarkable. ~ 

Blood cholesterol was 281 mg. per 100 cc., cholesterol esters 204; serum total lipid was 2,220 
mg. per 100 cc. (clear serum). 

A biopsy of one of the nodules was performed, and this showed the typical histological 
picture of xanthoma. 

DISCUSSION 

Dr. H. N. Cote Jr.: This patient does not show very much elevation of cholesterol; 250 
mg. per 100 cc. might well. be considered normal, and this patient showed 281 mg. However, the 
hyperlipemia is rather marked, approximately four times normal level, although it is not unusual 
to see three to six times the normal level in these cases. The distribution is certainly that of 
xanthoma tuberosum multiplex. The patient does show a tendency to elevation of glucose 
tolerance, which should be watched. 

It has been brought out by many authors that where xanthoma involves the palms and the 
feet, it is suggestive that hepatic disease may be the basis for the xanthomatosis. Although the 
cephalin flocculation test was reported as normal, I think further liver function studies and 
possibly even gall-bladder visualization should be carried out to rule out as nearly as possible 
anything of that sort. 

It has been brought out in recent years by Miiller and Polano that hypercholesteremia and 
angina are a distinct disease entity, which is passed on as a dominant hereditary factor. Fliegel- 
man, Wilkinson, and Hand showed that it is essentially familial and that hypercholesteremia is an 
incomplete dominant trait, and that xanthoma tuberosum multiplex represents the homozygous 
state for an inherited factor, but when heterozygous it produces only hypercholesteremia. 
Kommaerts showed that essential hypercholesteremia is carried by a dominant gene, and if one 
parent had hypercholesteremia, about half the offspring would inherit the disease, equally 
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divided among the sexes. Juvenile xanthoma has. been frequently.seen to involve the mitral 
valve as: well as. the coronary arteries. Another subdivision: is involvement of the tendon sheaths 
and synovial membranes with xanthoma tumors. 

Von Bogaert reported an unusual case of xanthoma tuberosum multiplex, with involvement 
of the central nervous system, resulting in degenerative changes of speech, ataxia, and atrophy of 
the muscles in relation to xanthoma of the tendons. Sweitzer and Weiner reported a case in 
connection with myxedema. Crocker reported a case of secondary xanthomatosis associated 
with nephrotic syndrome in children. 

From the histologic standpoint, there is the early inflammatory stage and the late fibrotic 
changes, which are extremely difficult to diagnose microscopically. Polariscopic examination of 
the xanthoma cells reveals the cells to be generally regarded as histiocytes containing lipoids 
rather than true tumor cells. 

As regards treatment, I would be interested to see a case of localized xanthomatosis treated 
by the method advocated by Dr. Theodore Cornbleet, who treated a series of cases with injec- 
tions of hyaluronidase followed by surgical excision and finally roentgen therapy (J. A. M. A. 
154:1161-1163 [April 3] 1954). 

Naturally, diet is an old stand-by which has been resorted to for long periods. of time. There 
was an exhibit about three years ago at the American Academy meeting in Chicago by Dr. 
Frederick Urbach on the use of dietary measures, with excellent results. He had worked out a 
very stringent diet. Small doses of insulin might well be tried here, since the patient does show 
evidence of increased glucose tolerance. Hypotropic agents have been very disappointing in 
xanthelasma, but I think they deserve a trial in xanthoma: 

Dr. ALLEN E. WALKER: No evidence could be found of this cutaneous deposition being 
secondary to another disease. Since being under our observation, and while on a low cholesterol 
diet, she has continued to develop more lesions. There are many features of this condition that 
we cannot explain at this time, and further studies are indicated. 


Lichen Sclerosus et Atrophicus. Presented by Dr. L. Aponi and Dr. A. Prraino, from 
the Department of Dermatology, University Hospitals (Service of Dr. J. R. Driver). 


One year ago, Mrs. F. C., a 42-year-old white woman, developed a pruritic area on the back 
of the neck, followed by roughening and depigmentation. The areas extended from the back 
of the neck to the clavicular areas anteriorly. She also had intense itching of vulvar and 
anal regions. 

The patient had a thyroidectomy in June, 1953, for nontoxic nodular goiter. 

The patient has, bilaterally, on the supraclavicular areas whitish parchment-like, wrinkled 
plaques. In some areas of the plaques there is follicular plugging. There are also scattered areas 
of vitiligo on the upper extremities. 

The hemogram and urinalysis were normal. Blood chemistry studies were normal. The basal 
metabolic rate was —14%. Serum cholesterol was 231 mg. per 100 cc. 

Histologic examination reveals hyperkeratosis with keratotic plugging and atrophy of the 
stratum malpighii. Hydropic degeneration of basal cells is seen, and edema of the collagen in the 
upper dermis, An inflammatory infiltrate is present in the mid-dermis. 

No treatment has been given. 

DISCUSSION 


Dr. Epwarp S. Kozrxowsk1: I have had the opportunity of following several patients with 
lichen sclerosus et atrophicus, who were treated with chloroquine. Lesions of the vulva, sides of 
the neck, and trunk resolved almost completely in a few weeks. The Philadelphia group has 
also used chloroquine on localized scleroderma with good results. 


Sarcoidosis. Presented by Dr. L. Aponr and Dr. A. Prraino, from the Department of 
Dermatology, University Hospitals (Service of Dr. J. R. Driver). 

This 33-year-old Negro woman seven years ago noticed on the tip of her nose, a small red 
lump which grew rapidly. About one year later, she developed small, pale, elevated areas on 
both arms and the left cheek. 

The past history is noncontributory. 

The patient shows on the apex of the alae nasi an infiltrating plaque, consisting of firm, 
round, reddish-brown nodules. No ulceration, atrophy, or scar is seen. Under diascopic pressure 
the nodules exhibit a collection of grayish-yellow macules. The patient also shows on the left 
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cheek a nummular plaque, consisting of nodules which are now undergoing regression and losing 
their characteristics. Lenticular macules and scars are seen on places of previous lesions on the 
arms. 

The sedimentation rate was 43 mm. per hour. The hemogram and urinalysis were normal. 
The blood chemistry was normal. Kline test was negative. PPD positive in 24 and 48 hours. 

The chest x-rays showed hilar lymphadenopathy, Roentgenograms of the hands were negative. 
Antigen for Kveim test injected on Oct. 21, 1954, is not ready for interpretation. 

Histologic examination of the skin revealed chronic granulomatous inflammation in the super- 
ficial corium, consisting of lymphocytes, polymorphoruclear leucocytes, and plasma cells. There 
is a tiny focus of caseous necrosis. 

The patient was treated with calciferol for about two years, with partial response. In June, 
1954, she was given isoniazid, 100 mg. three times daily for three months, with no improvement. 
On Sept. 16, 1954, hydrocortisone therapy was started, 80 mg. daily. She is now taking 60 mg. 
daily. She has shown definite improvement on this therapy. 


DISCUSSION 


Dr. E. J. Arpay: Neither the microscopic picture nor the clinical picture corresponds to 
the diagnosis of sarcoidosis. This patient has active tuberculosis, with positive tuberculin test and 
sputum. She has fine lichen nitidus-like lesions that look like a tuberculid rather than true 
sarcoid. 


Ocular Pemphigus. Presented by Dr. A. R. CUKERBAUM. 

Acne Treated by Surgical Planing. Presented by Dr. EpwarpD S. KOZIKOWSKI. 

Multiple Seborrheic Keratoses Treated by Surgical Planing. Presented by Dr. EpwarD S. KozikowskKI. 

Severe Cystic Acne, with Scarring, Treated by Surgical Planing. Presented by Dr. Epwarp S. KOzIKowskKI. 

Severe Cystic Acne Treated by Surgical Planing. Presented by Dr. Epwarp S. KozikowskI. 

Lichen Sclerosus et Atrophicus. Presented by Dr. JAMES R. DRIVER; Dr. Haro_p N. Core; Dr. Sam I. Sato, 
and Dr. Bert PEPPERCORN. 

Dermatitis Herpetiformis. Presented by Dr. L. Aponi and Dr. A. PIRAINO, from the Department of Dermatol- 
ogy, University Hospitals, (Service of Dr. J. R. Driver). 

Fox-Fordyce Disease. Presented by Dr. L. ADONI and Dr. A. Piraino, from the Department of Dermatology, 
University Hospitals (Service of Dr. J. R. Driver). 

Sarcoidosis. Presented by Dr. L. Apont and Dr. A. Pmaino, from the Department of Dermatology, University 
Hospitals (Service of Dr. J. R. Driver). 

Coexistent Blue Nevus and Mongolian Spots. Presented by Dr. GEORGE M. STROUD. : 

Case for Diagnosis. Presented by Dr. L. ADoni and Dr. A. Piraino, from the Department of Dermatology, 
University Hospitals (Service of Dr. J. R. Driver). 


DETROIT DERMATOLOGICAL SOCIETY 


Charles J. Courville, M.D., President 
Coleman Mopper, M.D., Secretary 
William H. Eyster Jr., M.D., Recorder 

Oct. 13,1954 
Receiving Hospital Meeting 


Trichophyton Tonsurans Infection of the Scalp sas Kerion Formation. Presented by 
Dr. Eucene A. Hanp, Saginaw. . 


The patient is a 34-year-old white girl, who lives on a farm near Merrill, Mich. One month 
after playing with Mexican children with “scalp trouble” she began’to develop a scalp irritation. 
This eruption has been spreading since. 

Laboratory examination of the scalp under the Wood’s light was negative. Examination of the 
hairs and scales under the microscope by means of a potassium hydroxide preparation was nega- 
tive for fungus elements. Culture was positive for Trichophyton tonsurans. 

The original lesion changed to a typical kerion. 


DISCUSSION 
Dr. Eucene A. Hanp, Saginaw: This patient was brought to the meeting to demonstrate 
that we are still having quite an epidemic of T. tonsurans in our area. I should like to urge you 
to culture your bizarre alopecia areata and seborrheas, for there may be similar cases in Detroit. 
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I estimate that 20% of the cases of tinea capitis I am now seeing in northeastern Michigan are 
due to infection with T. tonsurans in both white and colored children. Fortunately, many of them 
have developed kerion. Kerion response from T. tonsurans infection was rare in the Texas 
epidemic, according to Dr. Livingood. 

Dr. ARTHUR SCHILLER: During the “big epidemic” several years ago very few of the 
patients showed lesions of the glabrous skin. In the group of cases that I’ve seen this fall 
approximately 70% of them showed body lesions. The majority of these were due to Micro- 
sporum audouini. 

Dr. CLarEeNcE Livincoop: During the four years that I was in Galveston, about 60% to 
80% of the scalp ringworm infections were due to T. tonsurans. This organism also produces 
glabrous skin lesions, but these were not found frequently, and they cleared rather promptly with 
antifungal measures. As far as I know, this report by Dr. Hand is the first to record a con- 
siderable number of infections due'to T. tonsurans in this section of the country, or any other 
section of the United States, except for the Southwest or Southern California. 

Dr. HartHer Keim: This mother was quite concerned about the possibility of permanent 
alopecia. I believe it is up to us to reassure her, because, frankly, I have never seen kerion which 
was promptly and adequately treated which did not have regrowth of hair. 

Dr. Eucene A. Hann, Saginaw: I agree with Dr. Keim that kerion from the Microsporum 
group does not cause permanent hair loss. My experience with T. tonsurans infections would be 
the same. With kerions from T. mentagrophytes and T. faviforme infections usually acquired 
from cattle and other animals, I would say that partial permanent alopecia is quite often seen. 
This has been true even where no x-ray was used. 


Sarcoidosis (Two Cases). Presented by the Starr or Dretroir RECEIVING HospPITAL. 


This 58-year-old white woman first noted a round, bluish-red indurated nodule about 1 cm. 
in diameter in her right cheek 24 years ago. This lesion gradually increased in size, and within 
the next six years new nodules and papules appeared on her face. They enlarged and coalesced 
to form a confluent plaque involving both cheeks, the nose, and the chin. About seven years ago 
she developed a bluish-red flat indurated lesion on the lateral surface of the left upper arm 
near the elbow, which has gradually increased in size from 1 cm. to 6 cm. In the past three 
years she developed two smaller similar lesions on the left upper arm. 

The complete blood count was reported to be within normal limits, as was the urinalysis. The 
total protein was 7.1 gm. per 100 cc., the albumin was 4.7, and the globulin was 2.4. The chest 
x-ray shows “scattered calcifications consistent with tuberculosis or histoplasmosis. The possi- 
bility of sarcoid could not be excluded but calcifications in the hila appeared unlikely for 
sarcoid.” X-rays of the hands and feet revealed no abnormalities. The Mantoux reaction in the 
first strength was read as negative. The biopsy was read as sarcoidosis. 

She was treated with calciferol (Drisdol) in 1946. She has been given paraaminosalicylic 
acid, 2 gm. q.i.d., and isoniazid, 100 mg. t.i.d., for the past two months. 


DISCUSSION 


Dr. Lee Carrick: In any discussion of sarcoidosis I think that two points should be 
emphasized: first, that the disease can affect any organ of the body, including the eyes, parotid 
glands, lymph nodes, lungs and bones; secondly, sarcoidosis can occur in these organs of the 
body without showing skin lesions. This is particularly important in the field of internal medi- 
cine. Therefore, I would say that sarcoidosis should be diagnosed by exclusion. As far as 
etiology is concerned, there seems to be a growing body of evidence pointing away from the 
concept that tuberculosis is the cause of sarcoidosis, particularly since the work of Rostenberg 
and Maurice on the use of cortisone in this disease. Because patients with sarcoidosis treated with 
cortisone do not develop tuberculosis or signs of tuberculosis as we would expect if tuberculosis 
were an etiologic factor, we feel it can be eliminated as the cause of sarcoidosis. I should like 
to direct your attention to the article by Israel, Sones, and Harrell (J. A. M. A. 156:461 [Oct. 
2] 1954). The authors brought out the fact that cortisone was of value in the symptomatic treat- 
ment of sarcoidosis, especially in ocular and parotid lesions. In moderately severe cases cortisone 
apparently alters the course from a progressive to a retrogressive one. A favorable outcome 
when it occurs, will occur more rapidly when the patient is being treated with cortisone. 

The need for cortisone is strongest in those cases of sarcoidosis in which there is the least 
danger of confusion with tuberculosis. Patients with acute manifestation of sarcoidosis are the 
ones most in need of cortisone and are the most likely to benefit from it. 
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Dr. CLARENCE Lrvincoop: What is the experience of the group with isoniazid? 

Dr. RIcHARD FARRARA: I have been interested in the therapeutic value of isoniazid (iso- 
nicotinic hydrazide) and have treated five patients with the drug. None have completely cleared 
to date. However, I have seen three whom I have been able to follow show considerable amount 
of improvement. I placed them on a regular tuberculosis regimen of 100 mg. of isoniazid t. i. d. 
in addition to 12 gm. of PAS daily. The lesion on the cheek of the second patient has improved 
and is much less pronounced. I believe that the woman who had the parchment-like features 
on her face and arms has improved at least 50%. She was presented at the Detroit Dermatological 
Society 10 years ago at Harper Hospital. She has been treated with several medications. None, 
including calciferol, was of much benefit. The patient feels that she has benefited more from 
this treatment than from anything in the past. I feel isoniazid is a promising drug in the treat- 
ment of sarcoidosis and am enthusiastic about it. 

Dr. CHArtEs CourviILite: I think that one must carefully avoid overenthusiasm in the 
evaluation of a treatment for sarcoidosis. Many forms of treatment, including oral bismuth, 
have at first seemed to bring improvement and later proved to be ineffective. I hope that isoniazid 
will prove to be more helpful. Recently I have been interested in the use of quinacrine (Atabrine) 
and chloroquine in the treatment of sarcoid. It seems that quinacrine will improve the skin lesions, 
but the patients tend to relapse after the drug is discontinued. Good results from this treatment 
have been reported previously in the transactions from the New York societies. 


Lichen Myxedematosus. Presented by Dr. THomas H. MiLter, Dr. CoLEMAN MopPpPrER, 
and the Starr oF Detroit RECEIVING HospPITAL. 


The chief complaint was stiffness of the lips and fingers. The patient complained of pain, 
described as “firey” in the fingers and toes, which was particularly marked during the evening. 
He first noted hardening of the skin of his face in 1951. This was first evident on the nose and 
lips. It became progressively more severe until the inability to close the lips made eating 
difficult. The swallowing reflex was not impaired. During this period the fingers of both hands 
became progressively less movable, and the skin of the entire body deepened in color. The 
patient states that his complexion had become darker by 10 shades during the past three years. 
The stiffness of the fingers and lips varies and is most marked in the late afternoon. 

Physical examination reveals a 56-year-old Negro. All physical findings were within normal 
limits except for the skin. The skin covering most of the body is thickened and less pliable than 
normal, This was most marked on the hands and face. The fingers could be flexed about one- 
third of the normal distance, and the patient’s face had a mask-like expression. The eyelids were 
freely movable, and the skin there appeared normal. The skin of the anterior nares, lips, and 
medial portion of the cheeks was rock-like, and complete closure of the lips was difficult. The 
mucous membranes were normal. There was no pitting of the skin on pressure. A small number 
of ill-defined papules and lichenoid plaques could be discerned on the trunk and extremities. 

Past history revealed the presence of a penile lesion 20 years ago, which was treated by intra- 
venous and intramuscular injections once a week for 18 months after the appearance of the 
genital lesion. 

Laboratory Findings—The Kahn reaction was positive (4 Kahn units). Liver function tests 
revealed the thymol turbidity to be 4.5 units, and the cephalin flocculation test to be negative in 
24 hours and a trace in 48 hours. The 17-ketosteroids showed 3.5 mg. in a 24-hour specimen, with 
a total volume of 202 cc. The B. M. R. was —11. 

The biopsy of two small fragments of skin shows deeply pigmented normal epidermis, with 
the pathologic changes limited to the corium. The hair follicles are reduced in number and size, 
and the sebaceous glands are almost completely atrophic. The normal structure of the corium 
is largely replaced by wavy collagen bundles which run more or less parallel to the skin surface. 
Between the collagenous fibers are numerous fibroblasts. The blood vessels are surrounded by 
increased numbers of fixed tissue cells. Acid-orcein-Giemsa stain reveals considerable increase 
of mast cells and the presence of some metachromatic material between the connective tissue 
fibers. The McManus stain shows widespread increase of Schiff-positive substance in the con- 
nective tissue, while the basement membranes are not unusually dense. 
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DISCUSSION 


Dr. THomas H. MILLER: When I first examined this patient, he appeared to me to have 
an interesting example of scleroderma. He was presented, with that diagnosis, to the Dermato- 
logical Conference at Detroit Receiving Hospital, where the diagnosis of lichen myxedematosus 
was made. There were very few lichenoid papules at that time, but at present they are numerous. 

The patient has had no treatment except thyroid, which was given on the basis of his —11 
basal metabolic rate. He discontinued this after one month because he did not notice any improve- 
ment in his condition. I feel that lichen myxedematosus, like scleroderma, may prove to run 
a spontaneously limited course, in spite of whatever treatment may be given and that it will 
produce residual disability of varying degrees, depending upon the extent and severity of the case. 


Papular Mucinosus (Lichen Myxedematosus). Presented by the Starr oF DETROIT 
ReEcEIvinc Hospitat. 


This patient began to complain of thickening of the skin associated with slight pruritus 
five months ago. At that time he began to suffer recurrent swellings on the hands and face. 
The skin of the face, trunk, and extremities became progressively thicker and then developed a 
slight pruritus. 

Physical examination reveals a well-developed 55-year-old Negro. The skin shows a diffuse 
thickening of the skin on the head, face, neck, trunk, and extremities. The lower thighs and 
legs appear relatively normal. Superimposed on this general thickening are bead-like papules 
ranging from 0.5 to 2 mm. in diameter and usually arranged in moniliform rows. The papules 
are very closely set and small on the trunk. They are more distinct and larger on the folds around 
the neck, in the axillae and groin. There are relatively few papules on the face and ears. The 
blood pressure was 155 systolic and 90 mm. of Hg diastolic. 

Laboratory Findings—The white blood count was 18,100, with neutrophiles 51%, lymphocytes 
37%, eosinophiles 6%, and monocytes 6%. The urinalysis was within normal limits, the Kahn 
test negative. The serum cholesterol was 342 mg. per 100 cc., the urea nitrogen 17 mg., and 
the cephalin flocculation negative in 24 hours. The B. M. R. was +37 on two occasions. The 
chest x-ray revealed an essentially normal chest. ‘ 

The biopsy was reported as compatible with lichen myxedematosus. 

Since Aug. 17, 1954, the patient has received 100 mg. of isoniazid t.i.d. by mouth. Salicylic 
acid 1% in petrolatum has been applied locally. 


Lichen Ruber Moniliformis (Kaposi). Presented by Dr. HERMAN PINKUs. 


This patient has complained of a severely pruritic and painful eruption of the lower extremi- 
ties for many years. She has been presented before dermatologic societies on several occasions 
and is presented today for comparison with the cases of papular mucinosus. Diagnoses have 
ranged from psoriasis, lichen planus, and dermatitis artefacta to lichen ruber moniliformis 
(Kaposi). The patient has been married for two years, and there has been no change in her 
eruption. One younger brother has epidermolysis bullosa simplex with milia formation. 

Physical examination reveals a 29-year-old white woman. Abnormal physical findings were 
limited to the skin. The lesions were confined to the legs, feet, and thighs. They consist of 
dusky red firm cords forming an irregular longitudinal network, mainly on the anterior surface 
of the legs. The cords are 0.5 to 1 cm. wide and present a moniliform appearance due to trans- 
verse furrows. Isolated nodular papules are present on the dorsum of the feet and on the 
thighs. Occasional white milia are present in the lesions. The lesions are covered with thin 
scales and occasional crusts. A second element, present between the cords, consists of small flat 
grayish papules. 

Several biopsy specimens have been removed in the past years. They did not show con- 
clusive evidence of lichen planus or psoriasis. 


DISCUSSION 


Dr. HERMAN Pinkus, Monroe: I should like to comment on the case presented as lichen 
ruber moniliformis. This woman has been presented to this Society at several previous occasions 
(Arch. Dermat. & Syph. 54:472 [Oct.] 1946 and 64:373 [Sept.] 1951). I brought her back 
today, partly to show the persistence of these lesions, partly for comparison with the case of 
lichen myxedematosus. In the latter disease, the papules so often show a moniliform arrangement 
that the differentiation from lichen ruber moniliformis, or morbus moniliformis lichenoides as 
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described by Wise and Rein (Arch. Dermat. & Syph. 34:830 [Nov.] 1936) must be discussed. 
I would like to call attention to the great difference in size between the relatively small papules 
of lichen myxedematosus and morbus moniliformis, on the one hand, and the much larger papules, 
almost nodules, composing the cords in this case and in the original pictures of Kaposi’s lichen 
ruber moniliformis, on the other hand. It is of course impossible to know what the exact nature 
of Kaposi’s case was. After observing this patient for 16 years, I am convinced that most of her 
lesions are self-produced, but have an underlying factor of some peculiar reactivity of her 
skin. Inasmuch as her younger brother had clear-cut epidermolysis bullosa simplex, and as our 
patient always presents numerous milia which she admits digging out, I suspect that she also has 
a tendency to epidermolysis bullosa. Whether she also has psoriasis or lichen planus, as was sug- 
gested on previous occasions, I don’t know. I humbly submit that lichen ruber moniliformis 
(Kaposi), as represented by the original case and the patient presented here, as distinct from 
morbus moniliformis lichenoides of Wise and Rein, is not so much a distinct disease, but is 
dermatitis factitia in a peculiarly predisposed skin. 





Lichen ruber moniliformis (Kaposi). 


Note: After the meeting, the patient was given chlorpromazine hydrochloride (Thorazine), 
up to 75 mg. daily. Within a few weeks the lesions flattened considerably. She reported that the 
severe itching and pain had subsided, and that she now scratched much less, and more from habit 
than necessity. She also presented a much changed mental outlook, and, for the first time in 17 
years, agreed to cooperate, with the expressed hope, “Next summer I may be able to wear a 
bathing suit.” 


Micropapular Tuberculid. Presented by Dr. M. A. HAanes, Pontiac. 

Lichen Pilaris seu Spinulosus (Feldman Type). Presented by Dr. COLEMAN Mopper. 

Lichen Nitidus. Presented by the STAFF OF DETROIT RECEIVING HOosPITAL. 

Pityriasis Rubra Pilaris. Presented by Dr. COLEMAN MOPPER. 

Parapsoriasis Guttata. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Case for Diagnosis: Psoriasis? Parapsoriasis? Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 
Mycosis Fungoides and Icthyosis. Presented by Dr. E. W. KELLY. 

Urticaria Pigmentosa. Presented by Dr. COLEMAN MOPPER. 

Hypohidrosis. Presented by the Starr oF Detroir RECEIVING HOsPITAL. 

Lymphocytic Infiltration of the Skin (Jessner). Presented by Dr. J. L. CoHEN, Windsor, Ont., Canada. 
Ulcers, Both Legs and Elbows: Ecthyma? Presented by Dr. EUGENE A. HAND, Saginaw. 

Lichenoid Amyloidosis. Presented by the STAFF OF DETROIT RECEIVING HOsPITAL. 

Case for Diagnosis: Pyoderma Gangrenosum?, Factitial Eruption? Presented by Dr. JAMES R. ROGIN. 
Lymphocytic Infiltration of the Skin. Sarcoid?, Lupus Erythematosus? Presented by Dr. JAMES R. ROGIN. 
Multiple Granuloma Annulare. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Xanthoma Tuberosum. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Blastomysosis. Presented by the STAFF oF DETROIT RECEIVING HOSPITAL. 
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Periarteritis Nodosa. Presented by Dr. LauRENcE J. UNDERWOOD, Dr. WALTER S. GREEN, 
and Dr. ALBERT ATTYAH, by invitation. 


D. B., is a 21-year-old white man whose present illness began in October, 1952, with the 
appearance of nodules on the anterior thighs. Subsequently other nodules occurred on the 
fingers, left abdomen, back, legs, and neck. The diagnosis then was erythema nodosum. The 
nodules were tender and painful. At the time, except for malaise, there were no systemic 
symptoms, but ambulation was difficult because of pain on movement. 

At onset examination was negative except for carious teeth. Examination by internists 
revealed no systemic involvement, but the possibility of acute rheumatic fever was considered. 
There have been cutaneous and subcutaneous, 1 to 2 cm. nodules, which have been tender and 
painful. The overlying skin was bluish red, and the most prominent lesions have been on the 
lower extremities, although they have occurred in other sites as noted above. There has been 
a livedo racemosa-like pattern on various areas involved, especially the lower extremities. A 
recent thorough physical examination was completely negative as reported by his internist. 

At onset of illness (December, 1952) : blood count was not remarkable and sedimentation rate 
was 25 mm. per hour. Urinalysis was normal as were the total blood protein, serology, tuberculin 
test, heterophile test, and peripheral blood examination for L. E. cells. One month later there 
was mild leucocytosis, 15,150, with normal differential and a sedimentation rate of 37 mm., 
which rose within a few weeks to 77 mm. in one hour. The electrocardiogram was normal, as 
were other tests, including bleeding and prothrombin times. 

Recent urinalysis, blood count, serology, and electrocardiogram were normal. 

Excision of nodules has been done on three occasions from different sites and at different 
periods of the illness. One of the slides is presented. Interpretations of the specimens by different 
pathologists have included the probability of -periarteritis (panarteritis) nodosa. 

Initially, sodium salicylate, acetylsalicylic acid, and bed rest have been the therapy. Soon, 
cortisone was necessary to control the disease. Significant improvement took place on 200 mg. per 
day, but relapse occurred when the dose was dropped to 100 mg. per day. Recent therapy has 
been hydrocortisone, 160 mg. per day, with improvement as manifested by less pain and tender- 
ness and reduction of the erythma and racemose patterns and involution of some of the nodules. 


DISCUSSION 


Dr. LaurENCE J. UNDERWOOD (Slide): The principal changes lie in the deep cutis and sub- 
cutis, where a large vessel shows a pronounced vasculitis with involvement of the entire wall, 
resulting in obliteration of the lumen. We must take large and deep biopsy specimens in cases 
suspected of having cutaneous manifestations of periarteritis nodosa, inasmuch as the more 
superficial vascular tree does not present features considered diagnostic. 

Dr. CHARLES SHERTER: Isn’t this disease characterized by the “piece of pie” necrosis rather 
than an almost complete involvement of the vessel wall as shown here? 

Dr. MARGARET ANN StorKAN (Slide): In the microscopic examination of the specimen for 
biopsy there is involvement of all the layers of the blood vessels, plus eosinophilia. This section 
presents all the criteria of a polyarteritis nodosa. 

Dr. LaAuRENCE J. UNDERWOOD: We found this an extremely interesting case because of 
the cutaneous manifestations and complete absence, so far, of systemic signs of the disease. 
Twenty-five per cent of cases of periarteritis nodosa are said to have cutaneous lesions (Arch. 
Dermat. & Syph. 40:929-944 [Dec.] 1939). Nodules are most frequently observed, but purpuric, 
erythematous, vesicular, urticarial, necrotic, and ulcerative lesions may also be seen. A livedo 
racemosa pattern was a prominent feature in this case, as well as the deep tender and painful 
nodules. The site of pathology limited to the cutaneous system, as manifested by signs and 
symptoms and laboratory investigation, is apparently quite rare. 
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Of course, the most frequent organs involved are the kidneys, followed by the heart, liver, 
gastrointestinal tract, and in decreasing percentages the pancreas, mesenteric artery, muscles, 
peripheral nerves, and central nervous system. (Proc. Staff Meet., Mayo Clin. 24:17-52 [Jan. 19] 
1949). 

Our patient has improved significantly in lessening of the pain as well as reduction in the 
cutaneous signs. He is now being maintained on 160 mg. daily of hydrocortisone given orally. 


Prurigo Nodularis. Presented by Dr. Frep F. FELDMAN. 


Mrs. V. E., a 43-year-old Negro married woman, has had an intensely pruritic eruption for 
the past three years. The lesions first appeared on the arms and then gradually developed on the 
back, chest, and thighs. The patient states that it feels as if there is a hard “grain of meal” in the 
affected areas and that she has the desire to “dig it out.” A hisory of the use of laxatives contain- 
ing phenolphthalein (Feenamint and Ex-Lax) was elicited, but discontinuance of these cathartics 
had no effect on the dermatosis. 

Physical examination revealed no abnormalities except for large uterine fibroids and her 
present eruption. There are discrete, firm, brownish-black to black nodules on the shoulders, 
upper portion of the back, arms, chest, and thighs. The nodules vary in size from 4 mm. to 
15 mm. in diameter ; many of them have a keratotic or verrucoid surface. 

She has had no treatment other than Eurax cream (containing 10% N-ethyl-o-crotonotoluide) 
topically and tripelennamine (Pyribenzamine) orally. 

Serologic tests for syphilis, a complete blood count, and urinalysis were negative. 

Histologic examination of a biopsy specimen reveals an acanthotic epidermis with prominence 
of the granular layer. There is parakeratosis but slight hyperkeratosis. In the adherent para- 
keratotic layer there are foci of degeneration. The rete pegs are elongated and thickened, and the 
superficial capillaries are dilated. There is very little cellular infiltrate. 


Porphyria with Pseudoscleroderma. Presented by Dr. MuRRAY ZIMMERMAN. 


In 1949 this patient developed blisters on her hands subsequent to minor traumas. She was 
told that she had epidermolysis bullosa. Upon questioning she also stated that at approximately 
the same time she noticed reddish discoloration in her urine and reddening of her eyes. This has 
continued ever since. There is no history of jaundice, liver disease, or alcoholism. 

Atrophic, slightly infiltrated skin areas are present on the arms, forearms, and the front and 
sides of the neck, in sun-exposed areas. Facial skin is abnormally hard, with mild hirsutism, and 
a diffuse conjunctivitis is noted. Multiple unhealed traumatic bullae are present on the feet and 
hands. Liver is not enlarged to percussion or palpation. Spleen is not palpable. 

The urine fluoresces on Wood’s light examination. After acidification and extraction with 
ether, fluorescence is present in both the ether-soluble and the water-soluble fractions, indicating 
the presence of both coproporphyrins and uroporphyrins in the urine. Liver function: icteric 
index 20; cephalin flocculation 1+; sulfobromophthalein test (5 mg/kg.) 11% retention in 45 
minutes. 


DISCUSSION 


Dr. Murray ZIMMERMAN (Slide): There are three or four different biopsy specimens, all 
taken with a 3 mm. punch. The epidermis is atrophic. There is flattening of the rete pegs, almost 
to obliteration. There seems to be a diminution in the number of adnexal structures and a thicken- 
ing of the connective tissue down through the level of the few adnexal structures. The collagen 
is rather pale and somewhat swollen. Edema is fibrillar rather than interfibrillar, and is in small 
areas. The connective tissue lacks nuclei. It is pale, fragmented, and degenerated. These changes 
fit scleroderma, but the patient has uroporphyrins and coproporphyrins in her urine. My other 
patient had all uroporphyrin. 

With elastic tissue stain, elastic tissue is bunched and fragmented. The elastic tissue is present 
up to the level of the epidermis. This doesn’t disprove epidermolysis bullosis simplex, but I think 
that the diagnosis here histologically would suggest scleroderma more than anything else. I 
don’t believe that porphyria can be diagnosed histologically. 

Dr. ELt1ot Wotk: I questioned the patient, and she stated that she has had this eruption 
for two years. However, the areas of the chest and arms were not preceded by bullae and fit 
the picture of scleroderma. In my opinion, she has two diseases. 
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Dr. Harotp C. Fisuman: I feel that the lesions on the chest and back are lichen sclerosis 
et atrophicus. There are dells there, and I think clinically that it has been there for at least 15 
or 20 years, regardless of what she says. There is also something peculiar about the color of her 
face. It is a peculiar gray, the kind that we used to see in argyria. I don’t know what it is, 
whether it is arsenical pigmentation or what. She had injection therapy in New York. I believe 
she is an Armenian, but the color gray is different from a racial pigmentation. I think there is 
something peculiar about this history. 

Dr. Irvine A. LEwE: The indurated bound-down skin which this patient presents on the 
upper chest is clinically and histologically diagnostic of scleroderma, in my opinion. 

Dr. CHARLES SHEETER: Is this accepted as a bullous porphyric eruption? If so, may I 
suggest a trial of chloroquine or quinacrine (Atabrine) to reduce or eliminate light sensitivity as 
a factor in the production of vesicles and bullae. 

Dr. Murray ZIMMERMAN: There is little to say that hasn’t been said. This patient has 
all the criteria of the porphyric state, including proporphyrins in the urine, which is the main 
criterion. She has bullae on exposure to trauma and light. She has skin changes which are 
sclerodermatous, characteristic of this bullosis actinica et mechanica. The redness of the eyes, 
the peculiar melanotic dusky gray of the skin, the hirsutism, and the hard feeling of the biopsy 
specimen are all compatible with the diagnosis. 


Case for Diagnosis. Presented by Dr. Irvine A. LEewe. 

Granuloma Annulare. Presented by Dr. CHESTER M. SIDELL. 

Oil Acne. Presented by Dr. STANTON B. May. 

Familial Benign Chronic Pemphigus. Presented by Dr. LauRENCE J. UNDERWOOD and Dr. WALTER S. GREEN. 

Reticulated Pigmented Poikiloderma (Civatte). Presented by Dr. HAROLD PRICE. 

Case for Diagnosis: Possible Squamous Cell Carcinoma of Thigh with Metastasis. Malignancy in a Sebaceous 
Cyst? Presented by Dr. STANTON B. May. 

Angioma Serpiginosum of Hutchinson. Presented by Dr STANTON B. May. 

Lichen Nitidus. Presented by Dr. MARGARET ANN STORKAN, and Dr. JoHN HOsMER (by invitation). 


NEW YORK DERMATOLOGICAL SOCIETY 


George C. Andrews, M.D., President 


Gerald F. Machacek, M.D., Secretary 
April 27, 1954 


Leucoplakia. Presented by Dr. Franx E. CorMia. 


J. W., a woman aged 31, has been bothered with whitish areas posteriorly and above the last 
left molar teeth for some five years. Biopsies four and three years ago are said to have been 
diagnostic of teucoplakia. Two or three x-ray treatments by a Baltimore dermatologist a year 
ago caused considerable improvement, but the lesions subsequently recurred in their pretreatment 
severity. There has been no smoking in the past year, and hot foods are avoided. The past 
history is negative. 

Vitamin B complex concentrate, vitamin A, 100,000 units daily, and mouth washes have been 
used for the last 10 weeks, with only slight improvement. The patient is presented for suggestions 
as to further management. 

DISCUSSION 

Dr. EuGENE F. Traus: She has a great deal more than leucoplakia. I would be inclined to 
think it is early cancer. I didn’t feel the lesion and don’t know how hard it is. I suppose tuber- 
culosis can be ruled out. It is a rather deep ulceration, extending over onto the pillar and palate. 
I would be afraid of that lesion and would want it excised in toto, or at least have a thorough 
biopsy. 

Dr. Georce M, Lewis: Leucoplakia should not be treated with x-rays or radium, and I 
suggest that the fact that this treatment has been given should be deleted. Treatment should have 
been either watchful waiting with hygienic measures, or, if treatment were undertaken, it should 
have been thorough. A biopsy is indicated at this time. 

Dr. Lestie P. BARKER: In view of the ulceration, malignant degeneration should be sus- 
pected. Biopsy specimens should be taken from several areas of the ulcerated margin. 

Dr. Wi1LBERT Sacus: Besides a biopsy I would like to see a roentgenogram of the jawbone. 


547 








A. M. A. ARCHIVES OF DERMATOLOGY 


Dr. GeraLp F. MacHAceKk: I agree with the previous speakers. It is necessary to perform 
an adequate biopsy, which must be fairly deep, because leucoplakia can cover any underlying 
lesion. Superficial types of neoplasia, such as erythroplasia, should be considered. 

Dr. Maurice J. CosteEtto: I don’t know that I should discuss the case because I didn’t 
see the rather extensive ulceration. I thought it was merely a malocclusion and asked if she 
“chewed her cheeks,” which is not an uncommon habit. You will often seen a leucoplakia-like 
lesion at the site of unerupted molar teeth, or maloccluded teeth, due to traumatization. That 
is what I thought of. She has had it five years, and I would be inclined to think it was some- 
thing benign which could be cured by ordinary dental care. If I had seen the ulceration men- 
tioned by Dr. Traub I might change my opinion. 

Dr. GERALD F, MacHacexk: I got the impression that there was fairly extensive ulceration, 
not only on the gums, but going up onto the fauces. 

Dr. Frank E. Cormia: I have not seen any ulceration. I have always palpated the lesion 
for any nodular excrescences, but haven’t found them. However, I shall perform biopsies and 
shall send the patient to an oral surgeon for treatment of the malocclusion. 


Mycosis Fungoides. Presented by Dr. FrRanK E. Cormra. 


J. H., a man aged 53, was seen at the New York Hospital in 1939, where a clinical and patho- 
logical diagnosis of psoriasis was made. During the intervening years he was seen by a number 
of dermatologists with varying diagnoses and treatment. A biopsy in 1947 was read by Dr. Sachs, 
and the question of psoriasis or mycosis fungoides was considered. During the past year the 
patient has received all types of therapy to no avail, including cortisone in large doses, and 
recently spray x-ray therapy to the entire body. When he was first seen on March 16, 1954, 
there was diffuse, generalized involvement of the skin with tumors and plaques. There was almost 
complete alopecia of the scalp, with a large ulceration over the vertex. The nose was bulbous, 
with extensive ulceration over the bridge, and almost the entire face was involved with tumor 
formation. Generalized adenitis was present. Repeated hematologic studies have been essentially 
normal, as were a roentgenogram of the chest and urinalysis. A biopsy from a plaque on the 
back on March 16, 1954, was diagnosed as showing evidence of mycosis fungoides. 

During the past six weeks the patient has received superficial x-ray therapy, 100 kv. filtered 
through 1 mm. of aluminum, given to 30 cm. portals, as well as smaller portals to individual 
tumors. A dose of 175 to 225 r weekly to five portals twice a week is being given. The patient 
has taken quinacrine (Atabrine) 0.1 gm. b.i.d. for the past three weeks. 


DISCUSSION 

Dr. Georce M. Lewis: I agree with the diagnosis and don’t know of any other which 
would give this picture. It is interesting to see the alopecia, which is not uncommon. I believe 
it is due to a specific infiltrate of lymphoblasts. 

Dr. Leste P. BARKER: I agree with the diagnosis, but a section should be taken from the 
margin of the ulceration to rule out an epithelioma in this area. 

Dr. Jerr Davis (by invitation): He had a similar ulceration on the bridge of the nose, which 
resolved under x-ray treatment, and I am wondering why the one on the scalp did not. Mycosis 
fungoides responds to fairly small doses, but in this case the condition seemed to get worse. 
Now the tumors are all about half their original size after larger doses. Whether quinacrine has 
been responsible or not, I don’t know. 

Dr. GERALD F. MAcHACEK: Many of these cases go through a series of phases; the lesions 
may look like lymphosarcoma, and then they go on and develop leukemia. This patient has been 
treated for a dermatosis that was diagnosed as psoriasis; did he get treatment that stimulated 
a lymphoblastomatous. reaction? 

Dr. Witert Sacus: The patient evidently has had mycosis fungoides at least since 1947, 
since I suggested it then; therefore it is at least seven years old. I do not recall seeing epitheli- 
omas developing on ulcerated mycosis fungoides, or any of the lymphoblastomas, but of course 
it is possible. Had I not known the history I might have thought of a reticular cell sarcoma 
clinically. All in all, I believe it is mycosis fungoides. 

Dr. Frank C. Combes: The question was brought up as to loss of hair. It is my experience 
that as the lymphomatous process subsides, the hair regrows. I feel all these lymphoblastomatous 
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processes are identical, and the difference in diagnosis actually doesn’t mean much to the 
patient. Eventually they will all prove to be an infectious process, including leukemia. I think it is 
extremely unusual to find epilation in mycosis fungoides. 

Dr. EuGene F. Traus: We have all been interested in that problem. A person could have 
coincident psoriasis and then develop mycosis fungoides, but in the patients I have seen and in 
the case presented tonight, what was taken as psoriasis was a premycotic stage of mycosis 
fungoides. In a case followed with the late Dr. Williams I watched lesions develop and disappear ; 
then the stage of infiltrated lesions appeared, then tumors, which disappeared under x-ray therapy, 
and then a new group of lesions, which on microscopic examination were all lymphosarcoma, 
which was the terminal process. These transmutations from different phases of lymphoblastoma 
were there, but I believe they were all lymphoblastoma from the start. Epithelioma developing 
from lesions of mycosis fungoides is extremely rare if it occurs at all. 

Dr. Paut E. Becuet: I have always been interested in these cases of perfectly typical 
clinical psoriasis which develop the typical picture of mycosis fungoides. I believe it is pure 
chance, that there is no connection, but that the patient is just unfortunate enough to have two 
diseases. 

Dr. Maurice J. CosteELtto: The question Dr. Lewis brought up about the alopecia is 
interesting. I have seen a number of patients with lymphoblastomas who develop a tonsure-like 
baldness, and I have always thought of this phenomenon as a pathognomonic sign. I have had 
three patients with unquestioned psoriasis who developed mycosis fungoides. I think this patient 
now has lymphosarcoma. I wonder if patients with psoriasis treated with roentgen rays are more 
apt to develop it than those not so treated. We know that leukemias occur more frequently in 
physicians than in others. 

Dr. Frank E. Cormria: I think the case is interesting from a historical aspect. Here we 
see all stages of the disease—clinical psoriasis, then plaque-like lesions in which the diagnosis 
of psoriasis was still entertained but on which Dr. Sachs made a diagnosis of mycosis fungoides, 
then later on a full-blown picture of mycosis fungoides. I wonder whether cathode ray treatment 
might not be valuable. 


Hypertrophic Lichen Planus. Presented by Dr. Frank E. Cormia. 


C. M., a man aged 50, first noted itchy papules on the legs some 10 years ago. The lesions 
gradually enlarged and became verrucoid. Five years ago a physician administered a long series 
of intramuscular injections without benefit. Recently some tablet medication has been taken. 
Bromide and iodide ingestion was denied. 

Nodular and verrucoid lesions are present on the anterior aspects of the legs. The lesions are 
brownish red with surrounding hyperpigmentation. 

A complete blood count, urinalysis, and Mazzini reaction of the blood are normal. 

Biopsy showed marked hyperkeratosis and acanthosis. There was hydropic degeneration of 
the basal cell layer, and a cellular infiltration into the lower portion of the epidermis. There 
was a band-like infiltration of lymphocytes and a few histiocytes in the upper cutis. The blood 
vessels had thickened endothelial walls, and there was a low-grade chronic inflammatory peri- 
vascular infiltrate. 


DISCUSSION 


Dr. Frank C. Comsss: I agree with the diagnosis clinically, The edges of the lesions were 
more precipitous than we ordinarily see in lichen planus, but I see no reason why they shouldn’t 
be that way. I can’t make an alternative diagnosis. 

Dr. Evcene F. Traus: I wonder if this could not be an unusual acanthoma. I remove 
all such lesions by curettement and desiccation, with excellent results. 

Dr. Maurice J. CosteLtLto: This didn’t impress me as hypertrophic lichen planus. I 
thought it was reminiscent of some cases of extracellular cholesterosis. I have rarely seen hyper- 
trophic lichen planus which did not have band-like lesions associated with itching, which this 
patient apparently does not have. 

Dr. Witert Sacus: I don’t believe there is any lichen planus for several reasons: It may 
possibly be a hypertrophic neurodermite, but there are too many blood vessels. I wonder whether 
they are not acanthomas. There are a tremendous number of blood vessels underneath the 
acanthomas, so it is not prurigo nodularis, and not hypertrophic lichen planus. 
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Dr. Lestiz P. BARKER: I would curet these lesions. 
Dr. Maurice J. CosteLLo: The lesions have a constricted base; couldn’t they all just be 
cut off and the base treated? 


Dermatitis Herpetiformis. Leucoplakia. Presented by Dr. Frank E. Cormia. 


H. B., a generally healthy man of 65, has had an intensely pruritic papulovesicular and crusted 
eruption for some two and a half years. Treatment by four local physicians and two dermatolo- 
gists was without benefit. Roentgenograms of the teeth taken 18 months ago were normal. He 
was first seen in July, 1953, at New York Hospital, and a diagnosis of dermatitis herpetiformis 
was made. An apparently incidental leucoplakia was found in the mouth. 

Sulfapyridine therapy, 3 gm. daily, was instituted, and the process practically involuted 
within a week. However, a few days later there developed headache, swelling of the back of the 
neck, roof of the mouth and tongue, and swelling with erythema of the backs of the hands. 
The process was partially controlled with steadily smaller doses of sulfapyridine during the next 
four months, but finally even 1 gm. daily resulted in the aforementioned irritation. On Nov. 
3, chlortetracycline (Aureomycin) 0.5 gm., and nicotinamide, 100 mg., were tried without effect. 
He then used a combination of nicotinamide, 200 mg., and sodium paraaminobenzoate, 3 gm., with 
from 50 to 90% improvement. Renewed sulfapyridine, 0.5 gm., resulted promptly in the return 
of the previous reaction. On April 7, 1954, Roniacol tartrate (the tartaric acid salt of the alcohol 
corresponding to nicotinic acid) 50 mg. t.i.d. was begun, with about 40% improvement, and 
minimal vesicle and bullous formation. One week ago the dosage of Roniacol was raised to 100 
mg. t.i.d. 

Scattered papular and crusted lesions with some vesiculation are present on the extremities. 
Hyperpigmentation is present. 

The patient is presented to demonstrate both response and reactivity to sulfapyridine and 
partial response to Roniacol. The question of Promacetin (sodium 4,4'-diaminodiphenylsulfone- 
2-acetylsulfonamide) therapy has been raised. 


DISCUSSION 


Dr. GERALD F. MacHaceK: It struck me he also has an atopic type of dermatosis, almost 
as you find it in eczema, along with vesiculation. 

Dr. Wivsert Sacus: Like Dr. Machacek, I would hesitate to make a diagnosis of dermatitis 
herpetiformis because there are no lesions on the buttocks or back. It might be worth while to 
make a biopsy of the vesicles and surrounding areas. I think it belongs to the neurodermatitic 
group—disseminated nummular eczema. 

Dr. Frank C. Comses: He responded to treatment for dermatitis herpetiformis, didn’t he? 
I think there should be an opportunity to see what the response would be to potassium PABA. 
Patients do respond quite well to Roniacol, and I think some other sulfonamides are just as good 
as sulfapyridine. Too much emphasis is placed on the response to sulfapyridine. Some look on it 
as a therapeutic test, and I think that is bad. Some patients will respond to nicotinic acid. The 
response too often is just temporary. When patients with dermatitis herpetiformis get an acute 
diarrhea for one reason or another, they have no lesions whatsoever during the attack even 
without sulfapyridine. 

Dr. Frank E. Cormia: As a matter of fact, the clinical appearance was so classic I didn’t 
bother with a biopsy. I did not consider the diagnosis of neurodermatitis, When I first saw the 
patient, he was covered with vesicles and bullae. 

Dr. Pau E. Becuet: I am inclined to agree with Dr. Combes as far as the therapeutic 
effects of sulfapyridine are concerned. It certainly is not a specific for dermatitis herpetiformis. 
On the other hand, here is a man who has some vesicles, masked somewhat by rubbing and 
inflammation. I agree with the diagnosis of dermatitis herpetiformis. As for therapy, in the past 
two or three weeks there has appeared a report of a number of cases improved by arsenic. 

Dr. Eucene F. Travus: I thought arsenic as potassium arsenite (Fowler’s solution) was the 
classic treatment until the sulfonamides came along. 

Dr. Georce M. Lewis: I have never seen a case of dermatitis herpetiformis which failed 
to respond to sulfapyridine. I consider it a definite specific. Unless a case does respond, I feel 
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the diagnosis is wrong. I don’t say that is the only drug of value; there are many ways of 
treating dermatitis herpetiformis, but if you really want to know if that is the diagnosis, give 
sulfapyridine and you will find out. 

Dr. Maurice J. CostELLo: I agree entirely with what Dr. Lewis said about sulfapyridine. 
If it is Duhring’s disease, it always responds to this sulfonamide. I think Promacetin is less toxic 
and almost as effective. Roniacol and PABA in small doses have been complete failures in my 
hands, although larger doses of potassium PABA, 8 to 12 gm., offer promising results. In this 
patient the features are a bit different from those in ordinary Duhring’s disease, and you see 
thickening of the skin from scratching. I have never seen patients with neurodermatitis who 
developed large bullae, but in Duhring’s disease it is not unusual for bullae to be superimposed 
on lichenified skin. This patient also has lesions on the scalp, which are quite common in derma- 
titis herpetiformis. 

Dr. Frank E. Cormia: This patient was given sodium bicarbonate, and it did not prevent 
a reaction, 


Varicose and Stasis Eczema with Autoeczematization. Presented by Dr. Frank E. 
CorMIA. 


W. W., a man aged 60, developed vesicles on the soles and dorsum of the left foot some seven 
months ago. The process extended over the feet with a more diffuse type of dermatitis, and 
two weeks after the onset he was given Asterol (2-dimethylamino-6-(beta-diethylaminoethoxy)- 
benzothiazole dihydrochloride) powder and ointment, with aggravation. His physician then pre- 
scribed cortisone, 75 mg. daily for three weeks, but the process did not improve. All medication 
was stopped for five days, and he then consulted me. Despite soothing soaks and a modified zinc 
oxide (Lassar) paste for six days, the process spread over the legs, thighs, and trunk, with 
development of generalized erythroderma. Cortisone therapy, 100 mg. daily, was resumed, with 
immediate improvement. Local treatment was bland. With the process subsiding, he tolerated 
coal tar ointment poorly. Moderately severe flareups occurred on several occasions when attempts 
were made to reduce the dosage of cortisone. X-ray therapy was initiated seven weeks ago, with 
minor exacerbations after the first three exposures of 37 and then 60 r. Cortisone therapy was 
finally stopped four weeks ago. Slow improvement has continued to date. 

The patient is presented for discussion of steroid therapy, with special regard to the dis- 
advantages in older subjects with dermatitis. 


DISCUSSION 


Dr. Lestre P. BARKER: I think this is a hemostatic dermatitis, but, because of the scaling 
and involvement of the toenails, cultures for fungi should be taken. 

Dr. GEorGE M. Lewis: I think the condition now present was precipitated by overtreatment, 
autoeczematization, sensitivity of the skin, and perhaps some infection. I would like to go on 
record against corticotropin (ACTH) and cortisone, particularly if the eruption is exudative. I 
had a patient who died of septicemia following hormonal therapy. 

Dr. EuGENE F. Traus: These patients are characteristically difficult to treat. They have 
definite ideas of what they want and what agrees with them. I hink greases particularly disagree 
with them. I find if I can get them to do a good deal of bathing, particularly with potassium 
permanganate, that they do better than with anything else. The less you do, except perhaps 
prescribing talc, the better. 

Dr. Paut E. Becuet: He has itching, enlarged veins, and probably amuses himself by 
stroking before going to bed. It looks like a dermatitis congestiva primarily, aggravated by con- 
stant rubbing. I agree with mild treatment, but sometimes have had excellent results with 
calamine liniment as a wet dressing. 

Dr. Frank C. Comses: First the possibility of fungous infection should be eliminated. I 
agree with Dr. Lewis that no corticotropin or cortisone should be given, with Dr. Traub about 
talc, and with what Dr. Bechet has said about. mechanical trauma. I would design a sponge 
rubber stocking with a zipper and put it on both legs every day. 

Dr. GeraLp F. Macnacex: I think the dermatitis is caused in large part by his occlusion. 
As far as cortisone is concerned, I wouldn’t deny it categorically. Hormones are apt to cause 
some harm unless we can control the infection, but it is a question of the gravity of the con- 
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dition. If a man’s legs or his hands are out of.commission for six months or a year, I have 
hazarded it. We can’t categorically deny ourselves the exhibition of certain drugs under certain 
conditions. 

Dr. Frank E. Cormia: I gave antibiotics to be sure he wouldn’t develop a severe systemic 
infection. These older patients, when given corticotropin or cortisone, often have a difficult time 
with general weakness, etc., when steroid therapy is discontinued. I believe we should think 
twice before using these agents in older patients. 


Stomatitis. Presented by Dr. Maurice J. CostELLo. 


A. M., a woman aged 20, was first seen by me on April 29, 1953, at which time she had a 
severe type of cheilitis glandularis; the lips were thickened, edematous, and covered with a thick, 
honey-colored crust. Drops of oil could be seen on the lips. At that time there were also punctate, 
discrete, yellowish patches on the mucous membranes of the gingival pouches and on the proximal 
third of the dorsum of the tongue. This condition had been present one year prior to April, 1953. 

The patient has had severe colitis, with mucous and bloody stools. As far as this complaint is 
concerned, she is in a state of remission. 

‘The cheilitis glandularis cleared up completely without recurrence after administration of 
roentgen therapy and cortisone, 25 mg. four times a day. There. was no recurrence of the eruption 
until February of this year, when the patient complained of somewhat tender lesions on the 
gingivae and the dorsal aspect of the tongue. This has been responding fairly well to weak solu- 
tions of methylrosaniline chloride (gentian violet), hydrocortisone tablets, and locally applied 
hydrocortisone ointment, with the exception of a leucocyte count of 20,500 in February, 1954, 
and 11,800 on March 24. The monocytes have ranged from 4% to 7%. 


DISCUSSION 


Dr. EuGene F. Traus: I was impressed by the absolute symmetry of the lip lesions, and 
both-sides looked as though they had been autoinoculated. I don’t know what treatment to suggest. 
’ Dr. Frank C. Comspes: I don’t think you can give a name to these oral conditions, or 
designate a disease. They should be called a syndrome. With anything in the mouth like that one 
must pay particular attention to the blood, the possibility of a future macrocytic anemia, or 
particularly a low Escherichia coli count in the upper bowel. I think all these cases should be 
investigated on that basis, particularly as to hypochlorhydria. Some will respond to ascorbic 
acid. It must be given in doses of } to 2 gm. daily, and the improvement always impressed me 
as being due to the acid rather than to the vitamin C content. 

Dr. WiLBertT SacHs: There are shotty lesions which must be associated with the glands in 
some way. Cheilitis would give this picture, and whatever treatment is used should be given 
toward relieving this type of reaction. It may be a superficial type of Sutton’s disease, for instance. 
Is there any mucous secretion from these lesions? (Answer: No.) 
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Sarcoid. Presented by Dr. HERMAN BEERMAN and (by invitation) Dr. RaymMonp Krarn, 
Dr. Haro_tp Co.tsurn, and Dr. James B. Homan. 


E. F., a Negro woman aged 50, well nourished, in no apparent distress, presents multiple 
violaceous tumors on the face, ears, and fingers. There is a scaling erythematous plaque on the 
right arm. The lesions first appeared 14 years ago as “little bumps” on the face and progressed 
to involve extensive portions of the face, chest, and fingers. She has been studied at various 
Philadelphia institutions. 

Examination of the heart and lungs showed no abnormality. There was no adenopathy. One 
biopsy was reported granuloma compatible with sarcoid, the other showed sarcoidosis. Roent- 
genograms of the chest, hands, and feet showed no abnormalities. Purified protein derivative 
gave a 2+ reaction. The albumin-globulin ratio was normal. 
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The patient has been treated with courses of calciferol, cortisone, and chloroquine, with 
negligible results. 
DISCUSSION 


Dr. HERMAN BEERMAN: She has had sarcoid lesions of the skin probably longer than any 
other patient with whom we are familiar. The pulmonary lesions, I think, responded to cortisone, 
but the cutaneous lesions have not. When attempts were made to remove the lesions, she 
developed keloids, so many of the suggested methods for removal of the lesions are not prac- 
ticable. 

Dr. MEYER L, NIEDELMAN: I have treated patients with sarcoidosis with a number of the 
preparations, both old and new, with poor results. Of the arsenicals, my choice would be sodium 
arsenate 2% given subcutaneously. A patient presented before this Society had two relatively 
large nodules under her nose, among others, that were removed by electrosurgery and immedi- 
ately followed with roentgen ray therapy. There has been no recurrence in four months. 





Follicular Lichen Planus (Lichen Planopilaris). 


Dr. HERMAN BEERMAN: The reason no roentgen ray therapy was given is that the nasal 
abnormality is the result of an accident. 

Dr. BENJAMIN Gross: I think an interesting fact here is that the PPD test was 2+. I 
have been taught that patients with sarcoidosis are anergic, but only about 60% are. 

Dr. D. M. Sipuicx: I do not think it always holds true that these patients never show a 


positive tuberculin reaction. I have a patient with sarcoidosis of the eye, and she has a positive 
tuberculin reaction. 


Dr. H. H. Pertman: Is it the consensus that corticotropin (ACTH) and cortisone do not 
affect the sarcoid lesions of the skin? 

Dr. Meyer L. NrepeLtmMan: Definitely, they do not. 

Dr. RayMonpD KRain (by invitation): The biopsies and the Kveim test showed clear, typical 
sarcoid reactions. 
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Follicular Lichen Planus (Lichen Planopilaris). Presented by Dr. D. M. Srpticx. 


R. J., a Negro aged 62, presents an eruption consisting of many atrophic macules and patches, 
hypertrophic lesions over the tibia, and similar hypertrophic lesions on the posterior aspect of 
the forearms. In the groins are a number of rounded or oval, flat or slightly convex, hyper- 
pigmented papules in a state of regression. On the posterior aspect of the right leg there is a 
relatively large lichenified patch with satellite lesions consisting of spinous follicular papules. 
On the posterior aspect of the right forearm there is also a patch characterized by similar lesions. 
For a number of years the patient has had a progressive eruption. At one time the lesions were 
present in the oral mucosa and in the scalp. The eruption over the tibia and on the right forearm 
is illustrated on Page 553. 

A roentgenogram of the chest and routine laboratory examinations were normal except for 
the serologic tests for syphilis, which quantitatively were reported as follows: Eagle, 2 dilutions; 
Wassermann, 4 dilutions, 

The report on two biopsy specimens was lichen planus. (Dr. Beerman). 


The patient has been treated with penicillin. 


DISCUSSION 


Dr. D. M. Srptick: It may be pure coincidence, but one patient with lichen planus who has 
had the condition for many years and has had every possible kind of treatment and failed to 
respond, has had regression of the lesions since he has been treated with penicillin. Some 
lesions have undergone complete involution. Likewise the patient with the pigmented atrophic 
lesions for 18 months is beginning to show marked improvement from penicillin. I do not say 
that penicillin is a cure, but certainly these two cases have responded. 

Dr. BenyJAMIN Gross: In regard to the treatment of hypertrophic lesions of lichen planus, 
I have used podophyllum resin, beginning with 1% concentration in benzoin tincture. If there 
is no reaction at the end of a week I increase the strength to 2%, 5%, and finally 20%. Thus 
far it has worked very well in a few cases. The lesions become flattened. At the onset I paint 
only one or two. If there is no reaction, I then use it for the femainder. 


Acne Vulgaris; Perifolliculitis Abscendens et Suffodiens. Presented by Dr. BERTRAM SHAFFER and (by invitation) 
Dr. JaMEs B. Homan, Dr. RAYMOND KRAIN and Dr. HAROLD COLBURN. 
Lipodystrophy of Atypical Distribution. Presented by Dr. D. M. Smticx. 


{UIGHUR 


News and Comment 





ANNOUNCEMENT 


Meeting of Pacific Dermatologic Association.—The seventh Annual Meeting of the 
Pacific Dermatologic Association will be held in México, D.F., Aug. 22, 23, and 24, 1955. The 
secretary-treasurer of the Association is Dr. Ben A. Newman, 436 North Roxbury Drive, Beverly 
Hills, Calif. 
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HOWARD FOX, M.D. 
1873-1954 


R. HOWARD FOX was born on July 4, 1873, in London, England, where 

his father, George Henry Fox, was completing three years of postgraduate 
work in dermatology. Dr. Fox died at St. Clare’s Hospital in New York, on 
Oct. 19, 1954, after an operation for cholecystitis, thus ending the brilliant career 
of one of the foremost dermatologists in America. The immediate cause of his death 
was cerebral thrombosis. Several hours before his death he discussed with Dr. 
Anthony C. Cipollaro the results of the recent examinations of the American Board 
of Dermatology. One of us (M. J. C.) was with Dr. Fox when he died. 

To those of us fortunate enough to have enjoyed a close friendship with him 
for some 40 years, oblivion’s mantle will never enshroud him. His capacity for 
work and his devotion to dermatology were infinite. As the son of a greatly loved 
and famous father, he completely overcame this not unusual professional handicap. 


As a man, Howard Fox had throughout his life evidenced at all times his innate 
sense of integrity, both professionally and personally. His training in the amenities 
of social life and his inherent good taste were reflected by a dignified yet cordial 
bearing. His faults were very human and most likely shared by many of us; he was 
fond of office, liked praise, was proud of his record, and had a hearty dislike for 
anyone who seriously tried to harm him professionally or flagrantly violated medical 
ethics. His most outstanding characteristics were his personal and scientific honesty, 
as well as his forthright, aboveboard relations with his colleagues and patients. 

Dr. Fox received his A.B. degree at Yale University in 1894, his M.D. degree 
from the College of Physicians and Surgeons of Columbia University in 1898, and 
after an internship at the J. Hood Wright Hospital (Knickerbocker Hospital) in 
New York from 1900 to 1902, he decided to enter the field of dermatology, and 
spent 18 months abroad (1902-1904) under the tutelage of the leading men 
in that branch of medicine in Berlin and Vienna. On his return to New York, 
he immediately entered his father’s services at the Vanderbilt Clinic and the New 
York St:in and Cancer Hospital, where he had access to an enormous amount of 
clinical material. His ability was so quickly recognized that he was elected to the 
American Dermatological Association in 1908 and to the New York Dermatological 
Society in 1909. He became vice-president of the former in 1915 and president in 
1925; he was historian, 1916-1948, and director, 1938-1944. He was elected an 
honorary member of the American Dermatological Association in 1951, and of the 
American Academy of Dermatology and Syphilology in 1953. He was elected to the 
Manhattan Dermatologic Society in 1912, and served as its president in 1917 and 
1933, becoming an honorary member in 1940. Dr. Fox served as the Chairman of 
the Section of Dermatology and Syphilology of the New York Academy of Medi- 
cine, 1921-1923. In the American Medical Association he was secretary of its 
Section of Dermatology and Syphilology from 1913 to 1915, and chairman from 
1915 to 1916, He was the first chairman appointed to the Scientific Exhibit of the 
Section of Dermatology and Syphilology in 1924. He was the first president of the 
American Academy of Dermatology and Syphilology in 1938, and of the Association 
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of Dermatosyphilologists of Greater New York, 1940-1941. The American Board 
of Dermatology and Syphilology was founded in 1932, and Fox was elected presi- 
dent, serving until 1945. He was also the first chairman of the Section of Dermatol- 
ogy and Syphilology of the Medical Society of the State of New York, 1926-1928. 

Howard Fox was made an honorary member of the following local, national 
and foreign dermatological societies: Austrian (1936), Cuban (1929), Hungarian 
(1935), Manhattan (1940), New England (first to be elected, 1920), Pittsburgh 
(1921), Polish (1937), Royal Society of Medicine, England (Section on Dermatol- 
ogy, 1942), Society of Investigative Dermatology (1940), Sociedad de Derma- 
tologia y Sifilografia Argentina (1942), Société Francaise de Dermatologie et de 
Syphilographie (1936), Société Frangaise de Prophylaxie Sanitaire et Morale 
(1931), and Spanish Academy of Dermatology and Syphilology (1935). He was 





HOWARD FOX, M.D. 
1873-1954 


also a corresponding member of the Danish Dermatological Society (1923), and 
the British Association of Dermatology and Syphilology (1927). 

Dr. Howard Fox’s first appointment a: professor of dermatology was given 
him by the Dartmouth Medical School in 1913. He held this position until 1922, 
when he resigned and accepted the same professorial rank at the New York Poly- 
clinic Medical School and Hospital. In 1925 he was offered the chair of dermatology 
and syphilology at the School of Medicine, New York University, where he had 
sufficient opportunities to use his rare gifts as an organizer and leader, and, with 
large dermatologic wards in Bellevue Hospital, with an outpatient department 
besides, he had at long last the first real chance to prove his mettle. This he did 
so successfully that at the end of his tenure of professorship in 1938, he had in- 
creased the prestige and size of the dermatologic division of the college, the hospital, 
and the clinic to such an extent that its reputation became national, and the attend- 
ance almost doubled. He was, of course, elected professor emeritus of the University. 
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Dr. Fox’s most important nondermatologic medical activities were as a delegate 
of the American Medical Association to the Sixth Cuban National Medical Con- 
gress (1924), and to the British Medical Association, Bath, England (1925). He 
was a vice-president of the Medical Society of the County of New York (1936-37), 
and president (1938-39). Dr. Fox was elected one of the vice-presidents of the 
Deutsche Dermatologische Gesellschaft, Bonn, Germany, in August, 1929. He was 
elected vice-president and secretary of the American Delegation at the Eighth 
International Congress of Dermatology at Copenhagen in 1930, and one of the 
honorary presidents at the Ninth International Congress of Dermatology at 
Budapest in 1935. 

He was elected to the Editorial Board of the Archives of Dermatology and 
Syphilology in 1936, and only one year later succeeded Dr. Pusey as Editor-in- 
Chief, on the latter’s resignation. That this was a large order was amply proved by 
a statement he made to one of us (P. E. B.), that he read every word of the 3,003 
articles submitted for publication during his 10 years as editor. Where he found 
the time to act simultaneously as collaborating editor of the Acta dermato-venereo- 
logica of Stockholm, Consulting Editor of the New York State Journal of Medicine, 
and on the editorial board of Excerpta Medica, Amsterdam, remains a mystery. 
Dr. Fox’s Dermatological Conferences at Bellevue Hospital, especially his Sunday 
morning conferences, will long be remembered by students, interns, residents, staff 
members, and visitors. He was an English scholar and good-naturedly corrected 
the mistakes in grammar and pronunciation of the members at meetings of the 
dermatological societies. He spoke Greek, Latin, German, and French. Dr. Howard 
Fox made many contributions to dermatological literature, over 120 excellent 
articles having flowed from his prolific pen, in addition to monographs on treatment 
and on cutaneous diseases in children. 

Howard Fox accomplished so much in dermatology that it dwarfs his splendid 
military record. He was a lieutenant in the Medical Officers Corps from 1911 to 
1916, and, successively, captain, major, and lieutenant-colonel in World War I, 
from 1917 to 1919, both in America and France. In the latter country he held the 
post of commanding officer of Base Hospital 136, at Vannes. He was honorably dis- 
charged on Aug. 7, 1919, and commissioned a colonel in the Medical Reserve, 
United States Army. In World War II, he was appointed a consultant to the 
Secretary of War, in tropical diseases, giving lectures every two months for three 
years at the Army Medical School. 

Howard Fox was a human dynamo in his chosen field of medicine—mostly 
because of his devotion to dermatology, a desire to do his uttermost to further its 
interest, and an innate love of work. If he had lived when knighthood was in 
flower, the most appropriate motto for his standard would have been “Labor omnia 
vincit.” The image of the man may fade with the passing of the years, but the value 
of his contributions to the progress of our specialty never will. 


Paut E. Becuet, M.D., and Maurice J. Costetto, M.D. 





HAROLD R. VOGEL, M.D. 
1906-1954 | 


f)* HAROLD R. VOGEL died suddenly in his office Aug. 19, 1954, two 
hours after his only known attack of coronary occlusion. He was 47 years of 
age. 

At the time of his death, he was Assistant Professor of Dermatology at the 
University of Pittsburgh, Senior Staff Dermatologist at Pittsburgh Skin and Cancer 
Foundation, St. Margaret Hospital and Children’s Hospital, Pittsburgh. Born at 
McKeesport, Pa., he received his premedical education and B.A. at Duquesne Uni- 
versity. He was graduated from Georgetown University Medical School in 1930. 
After interning one year at Mercy Hospital in Pittsburgh, he spent one year as 
resident at Columbia Hospital, Washington, D. C. After this, he engaged in general 
practice in Everett, Pa., and Crafton, Pa. Three years later, he started his training 
in dermatology at the Pittsburgh Skin and Cancer Foundation. 

His private practice of dermatology was interrupted by his enlistment in the 
Army of the United States in 1942. His service included Camp Lee and Walter 
Reed Army Hospitals in the United States and base hospitals in England, Belgium, 
and Germany. He attained the rank of Lieutenant Colonel in the Army Medical 
Corps. 

Dr. Vogel was a past president of the Pittsburgh Dermatological Society and 
a vigorously active member. He was also a member of the Central States Derma- 
tological Society, and of the American Academy of Dermatology, in which he was 
a charter member. He also held membership in the Pittsburgh Academy of Medicine 
and The Allegheny County Medical Association. He was certified as a specialist 
by the American Board of Dermatology and Syphilology in 1940. He belonged 
to the Phi Beta Pi Fraternity. 

Dr. Vogel was an unusually modest man who worked hard and played equally 
hard. He practiced dermatology in the same warm, free manner in which he had 
previously conducted his general practice. And thus he won the friendship as well 
as the appreciation of all his patients. In so doing, he brought admirable credit 
to our specialty. He was well liked by his colleagues; he made friends easily and 
by his candor retained them. 

Surviving are his widow, Mary Ellen O’Brien Vogel; one daughter, Carol Ann; 
and two sons, Harold R. Jr., and Joseph C. 

Cartes L. Scumitt, M.D. 
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The Skin: A Clinicopathologic Treatise. By Arthur C. Allen, M.D. Price, $25.00. 
Pp. 1,048, with 495 illustrations. The C. V. Mosby Company, 3207 Washington Blvd., 
St. Louis 3, 1954. 


This book represents a tremendous amount of work. The author has emphasized the impor- 
tance of systemic manifestations in cutaneous diseases and gives the general pathology whenever 
indicated, including excellent illustrations of both gross and microscopic sections of the pathologic 
changes in the internal organs. 

There are 495 full-page illustrations, but each of these consists of at least 3 and frequently 
as many as 6 or 8 separate pictures to a page, so actually the total number of illustrations is in 
excess of 2,000. These consist of clinical pictures, pictures of gross specimens, and predominately 
of photomicrographs. By far the majority of illustrations are excellent. There is, however, con- 
siderable duplication of clinical and histological illustrations concerning several of the dermatoses 
and neoplasms. The magnification of the photomicrographs is not given, and there are a few 
illustrations which have not reproduced well, and which, therefore, for the next edition would 
better be omitted. 

The author defines the purpose and limitations of the book in the Preface and gives reasons 
for including clinical findings and treatment along with the pathological findings. It is true that 
the clinical appearance of the lesions on the skin is equivalent to the gross anatomy or pathology 
as seen by the general pathologists in systemic disease. The reviewer questions the necessity of 
taking up treatment in regard to every dermatosis, though consideration of treatment in certain 
neoplasms would still be proper. 

Many of the chapters in the book including the chapters on Embryology, Anatomy, and 
Physiology ; Dermatoses of Allergic Origin, and that dealing with animal parasites (Chapter 14) 
are excellent and comprehensive. Allen has an excellent dissertation, almost a monograph in 
itself, on the clinical and histological findings of quinacrine (Atabrine) dermatitis. His chapter 
on Vascular Disorders calls attention to newer etiologic concepts of some of these disorders. 
The chapter on Non-Neoplastic Lesions of Oral Mucosa, however, is lacking in photomicrographs 
of many of the conditions, as is true also of some of the types of cutaneous tuberculosis. In the 
chapter on Vesicular Dermatoses the author is unwilling to accept the value of the phenomenon 
of acantholysis. He has an illustration, Plate 117 A, labeled pemphigus vulgaris, and the same 
illustration, though cropped differently, Plate 134 B, labeled acute pemphigus. The latter 
probably is the correct diagnosis. 

Allen has created a new grouping of dermatoses based in part on the histologic and pathologic 
similarity and/or similar pathogenesis. Neither dermatologists nor pathologists as a whole are 
going to agree with some of his classifications, including those of so-called adnexal tumors. The 
author admits limiting his number of references and in places he does give references to contro- 
versial points of view. It seems too bad, however, to include some references limited to the 
discussion of a case report and to leave out comprehensive articles which contain pertinent 
bibliography on a condition in question. The discussion on Page 903, for example, headed 
“Special Stains” and dealing with the histogenesis of nevi and melanocarcinoma seemed to the 
reviewer to be rather arbitrary and dogmatic. 

If one accepts Allen’s book as representing the opinions of an individual author who has 
devoted a great deal of time and study to dermal pathology, then the book becomes an outstanding 
one. The neophyte in dermal pathology, however, must realize that Allen persists in his own 
interpretation of the pathologic findings in certain dermatoses and neoplasms and does not con- 
form to generally accepted opinions of pathologists, let alone dermal pathologists. 


The book is beautifully made up, on excellent paper, with an excellent format and arrange- 
ment of illustrations. It should be in the library of every dermatologist, pathologist, or physician 
interested in the pathologic changes in the skin. . 
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Color Atlas of Pathology. Volume II. Prepared under the auspices of the U. S. Naval 
Medical School of the National Naval Medical Center, Bethesda, Md. Price, $20.00. Pp. 450, 
with 343 color plates, including 1032 figures. J. B. Lippincott Company, E. Washington 
Square, Philadelphia 5, 1954. 


The second volume of the Color Atlas of Pathology is of particular interest to dermatologists 
in that there is a chapter of 96 pages devoted to diseases of the skin which includes 62 clinical 
pictures and 142 photomicrographs, all in color. There are many other chapters, however, ‘in 
both Volume I and Volume II which also deal with cutaneous or mucous membrane lesions. 
The two volumes are also of value to dermatologists because of descriptions and illustrations 
of systemic manifestations of cutaneous diseases. The format of the book, including size, ease 
of handling, and good indexing, is to be commended. 

In reviewing particularly the chapter on diseases of the skin, one finds the photomicrographs, 
with relatively few exceptions, to be excellent and of adequate magnification to depict the features 
described in the accompanying text. The same, however, unfortunately is not true of the clinical 
pictures, as almost a fourth of them are too small to show any details that might be of diagnostic 
value and others depict lesions scarcely representative of the dermatoses in question. The text 
preceding the colored unit of illustrations is of necessity extremely brief, but on the whole quite 
adequate, the introductory remarks being especially good. Under bullous dermatoses on Page 349 
pemphigus is unfortunately divided into bullous lesions occurring in children and secondly into 
acute or chronic malignant forms occurring in adults. There is no recognition of the phenomenon 
of acantholysis and the distinction of actue pemphigus (Butcher’s pemphigus) from pemphigus 
vulgaris. On Page 364, Table 43, Common Neoplasms of Skin, seborrheic dermatitis is included 
in the table with the notation under Diagnosis, “Dramatic response to x-ray therapy.” This 
obviously is out of place. As an example of other inaccuracies, on Page 362 in the discussion 
of Bowen’s Disease the author states, “When occurring on the nipple this is known as Paget’s 
Disease.” Fortunately the distinction between the two conditions is made in connection with 
the photomicrographs on Page 424. ; 

The cost of the Atlas at $20.00 per volume is more than reasonable when one considers that 
all the illustrations are in color. Despite the shortcomings that have been mentioned, the Color 
Atlas of Pathology should be in every medical library and preferably also in the group of books 
to. be found in the dermatology department of an undergraduate or postgraduate school. 
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The proliferation of mast cells in the skin 
of patients with urticaria pigmentosa has 
been well described.* We would present the 
findings in systemic mast-cell disease sug- 
gesting that the disseminate variety of dis- 
ease may be more frequent than has been 
previously recognized. Further, some ideas 
regarding the mast cell and its function are 
listed to explain certain of the findings here 
noted. The possible cction of the mast cell 
in the inflammatory response is also con- 
sidered. 


' I, SYSTEMIC MAST-CELL DISEASE 


Urticaria pigmentosa ordinarily occurs in 
childhood, with approximately 70% of the 
total recorded cases? having their onset in 
the first year. The characteristic cutaneous 
lesions are macules, papules, or, less fre- 
quently, nodules which vary from yellow- 
brown to violet. The tendency of these le- 
sions when irritated to urticate is the basis 
for the name of the disease. The trunk is 
ordinarily the most extensively involved, 
but the lesions may occur anywhere on the 
body, occasionally involving the oral mucosa. 
An intriguing finding is dermographism in 
those portions of skin which are between the 
infiltrated areas. Ordinarily the disease is 
considered innocuous, being self-limited and 





From the Laboratory, Dermatology and Investi- 
gative Medicine Services, Veterans Administration 
Hospital. 

* References 1 and 2. 
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providing only minor cutaneous discomfort. 
Occasionally, at the site of an old lesion, 
dermatofibrosis is noted. : 

Briefly, the more important histopatho- 
logic changes consist in proliferation of mast 
cells in the dermis. These cells tend to hug 
the local blood vessels but in the more ex- 
tensive proliferations appear to surround 
adnexal structures as well. The mast cell 
itself is a large oval or irregularly shaped 
cell with pale cytoplasm packed with large 
metachromatic granules. The nucleus within 
this cell is round or oval, staining only very 
faintly with conventional dyes. 

Although it was originally described as 
a cutaneous disorder, a number of recent 
reports suggest that the disease may be sys- 
temic. Several authors f have referred to 
roentgenologic changes in the bones of pa- 
tients with urticaria pigmentosa. These 
changes include osteoporosis, thickening of 
bony trabeculae, and bone islands in the ribs, 
vertebrae, and long bones. 

Individual case reports ¢ also list among 
abnormal physical findings hepatomegaly 
and, occasionally, splenomegaly. These may 
be associated with abnormalities of liver 





+ References 3 to 5 and Sagher, F.: Personal 
communication to the authors. 
t References 6 to 8. 


Fig. 1.—Urticaria pigmentosa. 





















































Fig. 2.—Mast-cell proliferation in dermis. 





_ Fig. 3.—Liver showing fibrous tissue prolifera- 
tion, 

function. Occasionally low prothrombin levels 
have been noted in association with bleeding 
tendency. A few papers mention some lymph- 
adenopathy. 


Fig. 4.—Liver showing mast cells. 
































Ellis’ reported a case of a one-year-old 
child with a clinical diagnosis of urticaria 
pigmentosa who came to autopsy. Hepato- 
megaly and splenomegaly had been noted 
clinically. The baby was found to have ex- 
tensive proliferation of mast cells in the 
skin, liver, spleen, bone marrow, kidney, 
periadrenal fat, and lymph nodes. The liver 
showed changes of portal cirrhosis. 

Hissard and associates ® reported the case 
of a man of 47 years with urticaria pigmen- 
tosa, who had splenomegaly and hepato- 
megaly with a tendency to easy bleeding. 
Mast-cell proliferation was noted in the 
skin, bone marrow, and splenic biopsies. 
The patient was treated with radiation 
directed to the spleen and cutaneous lesions, 
with apparent good results. 


In animals ® mast-cell disease is not uncom- 
mon. Among the cutaneous tumors of dogs 
mast-cell tumors account for approximately 
10%. At times these lesions become dis- 
seminate in the animal. In those animals 
which have been brought to autopsy mast- 
cell proliferations were found in the skin, 
lymph nodes, spleen, liver, omentum, lung, 
and bone marrow. The spleen may show 
extramedullary hemopoiesis. Changes in the 
liver include portal fibrosis with some degen- 
eration of parenchymal cells. 


We have recently been studying a patient 
who would appear to fulfill most of these 
criteria for systemic mast-cell disease with 
urticaria pigmentosa. 


The patient is a 34-year-old white man admitted 
because of severe gastroenteritis. Physical exam- 
ination disclosed typical lesions of urticaria pig- 
mentosa. He was also found to have _ hepato- 
splenomegaly, which continued unchanged after the 
gastrointestinal complaints subsided. Laboratory 
examination disclosed a modest anemia and granulo- 
cytopenia. A roentgenologic bone survey showed 
areas of osteoporosis with pagetoid thickening of 
bony trabeculae in the skull, pelvis, ribs, and humeri. 
This survey further demonstrated areas resembling 
bone infarcts in the pelvis and both humeri. Sternal 
marrow and rib marrow aspirates disclosed aggre- 
gates of mast cells. A needle biopsy of the liver 
demonstrated mast-cell proliferation in association 
with periportal fibrosis. 


The question arises whether it is best to 
consider this disorder a neoplasia or simply 
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Fig. 5—Bone marrow. Lymph follicle. 


Fig. 6.—Bone Marrow. Mast-cell aggregates. 


as a proliferation of these cells similar to that 
seen in other disorders of the reticuloendo- 
thelial -system. Some of the veterinary *° 
pathologists felt that disseminate disease as 
seen in the dog should be considered a malig- 
nant condition. Some of the evidence offered 
to prove mast-cell autonomy is the tendency 
for tissue cultures of mast-cell tumors to 
grow out as pure cultures of mast cells. 

With the cooperation of the virology lab- 
oratory at this hospital, an attempt was made 
to culture. mast cells from a skin lesion and 
from a sample of marrow. Though some 
mast cells from the marrow remained present 
and recognizable as such after 42 days, there 
was no true growth of the culture. Other 
workers § have been more successful in cul- 
turing cells in urticaria pigmentosa. The 
study of the bone marrow of our patient 
has shown marked proliferation of other 
elements of -the reticuloendothelial system, 
particularly with the lymphoid series. Numer- 
ous mast cells are seen in association with 
a lymphoid follicle in the bone marrow. 

A review of a group of mast-cell tumors 
of the skin of the dog again emphasized the 
frequent association of mast cells with reticu- 
lum cells, lymphocytes, and even cells of the 
myeloid series. 

On the basis of the histologic changes of 
involved tissues, the disorder is best defined 
as a systemic hyperplasia of one of the cells 
of the reticuloendothelial system. Thus urti- 
caria pigmentosa may be thought of as one 
clinical variant based on predominant mast- 
cell proliferations in the skin. 


II. THE FUNCTION OF THE MAST CELL 

The association of systemic mast-cell pro- 
liferation with liver changes, including cir- 
rhosis both in man and animals, is of con- 
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Fig. 7—Bone marrow. Mast cell. 


Fig. 8—Collagen fibers formed on addition of 
heparin to procollagen. 











A. M. A. ARCHIVES OF DERMATOLOGY 





Fig. 9.—Bone islands in humeri of patient with urticaria pigmentosa. 


siderable interest. A-number of studies were 
undertaken in an attempt to explain the 
fibrous proliferation as a manifestation of 
the action of increased numbers of mast cells 
in the liver. 


The function of the mast cell is quite prob- 
ably correlated with the physiological events 
occurring in the environment in which the 
cell is found. The mast cell is usually found 
wherever there is connective tissue. Always 
it hugs capillaries. However, there is con- 
siderable variation in concentration of the 
cell in the same tissues of different species, 
e. g., the large number present in rat omen- 
tum as contrasted with the few present in 
the rabbit. In pathologic tissues it is found 
in areas of subacute and chronic inflamma- 
tory change. It is found in connective-tissue 
tumors. In the bone marrow it is usually 
found after some serious insult.|| Of great 
value, too, in deciding on the functions of 
the mast cell is a consideration of those prod- 
ucts whose occurrence and concentration in 
tissue can be related to the number of tissue 
mast cells visualized. It can be definitely 
stated that the mast cell is found in associa- 





|| References 13 and 14. 
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tion with increased concentrations of heparin, 
histamine, and hyaluronic acid. 

A great amount of work has-been done to 
associate the mast cell with the production 
of heparin by the body.’® Commercially, 
heparin is extracted from tissues that are 
rich in mast cells, such as the subpleural 
portions of lung and subcapsular portions 
of liver. Mast-cell tumors of dogs have been 
assayed and found to be very rich in hepa- 
rin.*° (It is of interest that simultaneous 
assay of blood from animals with these tu- 
mors failed to show any significant elevation 
of anticoagulant. Nor do the animals mani- 
fest a hemorrhagic tendency. ) 

The concentration of tissue mast cells in 
rat omentum is far greater than in rabbit 
omentum. One might anticipate that there 
would be a greater concentration of heparin 
available then in rat omentum. It has been 
shown *! that heparin is capable of altering 
tke physical properties of absorbed lipids. 
The ease with which experimental athero- 
sclerosis can be induced in rabbits as con- 
trasted to the difficulty of producing such 
lesions in rats may be related to differences 
in handling absorbed lipids.# 


{| References 15 to 19. 
# References 22 and 23. 
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MAST-CELL DISEASE AND URTICARIA 


Some workers have attributed the hemor- 
rhagic tendency which occasionally accom- 
panies urticaria pigmentosa to increased cir- 
culating heparin. Our patient had no bleeding 
tendency. An attempt was made to show 


changes in concentration of heparin. Lee-— 


White coagulation time performed under 
baseline clinical conditions in siliconed equip- 
ment at constant temperature (37 C) showed 
no increase above normal. This test was 
repeated after a 15-minute period of friction 
stimulation of the cutaneous lesions, and 
again there was no alteration. The patient 
was given corticotropin (ACTH) (10 mg. 
by constant drip over 8-10 hours daily) for 
seven days, with no change of coagulation 
time. Administration of oral cortisone, 200 
mg. daily, 18 days, followed by 400 mg. 
daily, 7 days, caused no change in coagula- 
tion time. 

At the same time that blood was drawn 
for the Lee and White determinations, blood 
was taken for lipoprotein study with the 
ultracentrifuge. It will be noted that this 
method showed no appreciable alteration of 
values after local stimulation of skin after 
generalized urticaria following painful stimu- 
lus or corticotropin in the dosage employed. 
There is some increase of the S; 0-12 and a 
rather impressive rise of the S; 20-100 
fraction of lipoproteins after oral cortisone. 
Similar changes have been reported by Pierce 
and Bloom on the effects of corticotropin 
and cortisone on lipoproteins of the rabbit. 
The same authors * reported that no such 
changes were found in the humans studied 
while on corticotropin or cortisone therapy. 
If one can assume that no other factors come 
into play, and that a decrease of endogenous 
heparin will lead to an increase in lipoprotein, 
one could imply less available heparin fol- 
lowing intensive cortisone administration to 
this patient. This would be in line with the 
ideas of Asboe-Hansen regarding mast cell 
control by the pituitary-adrenal system.”° 

Work to suggest that mast cells are rich 
in histamine has been done chiefly in animals. 
Riley and co-workers 77 have done consider- 





* References 24 and 25. 
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able work in this field; including assay of 
mast-cell tumors to. show -that- they are rich 
in histamine as well as in heparin. It is not 
surprising that in anaphylactic states: cir- 
culating heparin and histamine are elevated, 
if both are mast-cell products. The flare 
response following stimulation of the cutane- 
ous lesions of urticaria pigmentosa may be 
related to histamine release. This reaction 
was well demonstrated in the patient. A 
vigorous rubting of upper arm, shoulders, 
and. back produced.a large area of flare re- 
sponse that. persisted for more than 30 
minutes. 

Asboe-Hansen ** has stressed the associa- 
tion of mast cells-and increased concentra- 
tions of hyaluronic acid. Thus connective- 
tissue proliferation is at least in part asso- 
ciated with the presence of mast cells. This 
idea correlates well with the observation that 
mast cells in the lung and liver are much 
more frequent beneath pleura and capsule, 
where there is more collagenous material. 
The association of fibrous tissue prolifera- 
tion with the increase of tissue mast cells 
helps explain the occurrence of cirrhosis in 
dogs, a one-year-old child, and the patient 
presented, all with the common finding of 
disseminate mast-cell proliferation. It is sug- 
gested that the bleeding diathesis occasionally 
seen in systemic mast-cell disease is more 
likely related to hepatic insufficiency than 
to circulating anticoagulant. 

It has been proposed on the basis of mor- 
phologic variations ¢ of biopsy specimens of 
mast-cell lesions that corticotropin and corti- 
sone can deplete mast cells of granules. We 
were unable to show any consistent change 
in gross lesions or histopathology of the 
cutaneous lesions which might have been 
interpreted as reflecting the effect of cor- 
ticotropin or cortisone on the mast cell. The 
opinion that there is considerable variation 
in mast cells as regards number of cells, 
granules in and out of cell, etc., taken under 
identical circumstances from the same person 
is also expressed by Devitt.*® Biopsy speci- 
mens of separate cutaneous lesions removed 
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at the same time by the same technique show 
variations in granules. Because of this, we 
feel that attempting to demonstrate effects 
of such drugs by means of histologic change 
in mast cells may be misleading. 

A number of in vitro studies, if they can 
be applied to man, offer an explanation of 
the relation of the mast cell to fibrous pro- 
liferation. Procollagen or acid solutions of 
collagen can be made to precipitate out col- 
lagen fibers by addition of a number of 
agents, among them heparin, as shown by 
Morrione.*° The collagen fibers so formed 
can be identified by means of the connective- 
tissue stains. They can be further classified 
by electromicroscope study of the periodicity 
of striations of fibrils.*t We have been able 
to reconstitute collagen fibers in small amount 
from acid extracts of adult tendo achillis 
and in large amount from similar extracts 
of newborn dura by adding heparin to such 
solutions. 

An hypothesis based on these observa- 
tions as to the possible function of the mast 
cell in the inflammatory response and its 
relation to proliferation of fibrous tissue can 
be outlined as follows. The fibroblast secretes 
procollagen. Acid pH tissue relationships 
are readily available in areas of inflamma- 
tion.*? Heparin, secreted by the mast cell, 
causes the precipitation of collagen fibrils: 
Thus the mast cells would appear to occupy 
a key position in the inflammatory response. 
They are associated with the fibroblast in 
organizing connective tissue. Possibly this 
is of significance in certain connective-tissue 
disorders. 


SUMMARY 


A case of systemic mast-cell disease is 
presented in which infiltrations are described 
in skin, liver, and bone marrow. Characteris- 
tic clinical findings of urticaria pigmentosa 
are seen. Roentgenologic bony lesions are 
noted in association with the marrow 
changes. It is suggested that the disease 


represents an uncommon reticuloendothelio- 


sis. 
The function of the mast cell with regard 
to heparin, histamine, and connective tissue 
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is discussed. It is suggested that these func- 
tions are related to the cirrhosis accompany- 
ing systemic mast-cell disease. 


The control of the mast cell by the pitui- 
tary-adrenal system is considered on the 
basis of morphologic and physiologic investi- 
gations following administration of cortico- 
tropin and cortisone. 


Considerable variation occurs in the ap- 
pearance of mast cells in simultaneously re- 
moved tissue samples. Accordingly, it is felt 
that one is not justified in drawing definite 
conclusions regarding mast-cell behavior on 
the basis of morphology alone. Suggestive 
evidence in physiologic studies points to 
control of the mast cell by the pituitary- 
adrenal system. 


An hypothesis relating the interaction of 
heparin (a product of the mast cell) with 
procollagen (a product of the fibroblast) to 
form collagen is offered to explain the asso- 
ciation of the mast cell with fibrous prolifera- 
tion and the inflammatory response. 


APPENDIX 
I, REPORT OF A CASE 


The patient, a 34-year-old white man, was ad- 
mitted because of the acute onset of chills, fever, 
abdominal pain, nausea, vomiting, and diarrhea. On 
admission the patient was prostrated and stuporous, 
with temperature 105 F, pulse 160, respirations 36, 
blood pressure 55/0. The liver was palpable at the 
level of the umbilicus and tender. The spleen was 
palpable 2 cm. below the left costal margin. There 
were also noted scattered medium brown maculo- 
papular lesions involving predominantly the trunk. 
These lesions had been present for years. 

Laboratory Findings.—Hemoglobin 12.0 gm., RBC 
4,080,000; WBC 3400;; neutrophiles 74% (28 stab 
cells), lymphocytes, 16%, monocytes 9%, eosino- 
philes 1%. Serology: STS negative; heterophile 
agglutination negative; febrile agglutinations nega- 
tive. BUN 32; COs-combining power 19 mEq/L; 
chlorides 105 mEq/L; Van den Bergh, 1 minute: 
0.1 mg, total 0.4 mg. Cephalin flocculation 3+; 
thymol turbidity 5 units; albumin 4:7 gm/100 cc., 
globulin 2.3 gm/100 cc. Urinalysis: Specific gravity 
1,021; albumin 1+, sugar 1+. 

X-Rays.—Chest normal. KUB and _ gallbladder 
series confirmed the clinical finding of splenomeg- 
aly; otherwise normal. Bone survey: Skull, pelvis, 
ribs, humeri showed cystic, patchy areas of osteo- 
porosis with pagetoid thickening of the bony tra- 
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MAST-CELL DISEASE AND URTICARIA 


beculae. Several dense islands of bone were seen 
in the left side of the pelvis, as well as in the left 
and right humeri. These areas resembled bone 
infarcts. A moderate amount of patchy osteoporosis 
was present within the ribs and right scapula. These 
changes persisted unchanged during eight months 
of observation and even after the course of cortico- 
tropin and cortisone. 

The patient was critically ill on admission. His 
acute gastrointestinal complaints cleared within 
three days on a regimen of bed rest and fluids. With 
the acute symptoms cleared, more attention was 
paid to the hepatosplenomegaly and the cutaneous 
lesions. 

The cutaneous lesions had been present for years. 
The dermatology staff considered them to have the 
typical clinical appearance of urticaria pigmentosa. 
A biopsy of several of the lesions showed accumula- 
tions of mast cells about the vessels of the upper 
dermis, confirming the clinical impression. 


Repeat Laboratory Studies—Hemoglobin 12.0 
gm.; RBC 3,850,000; hematocrit reading 38; WBC 
4100; neutrophiles 56%, lymphocytes 37%, eosino- 
philes 5%, basophiles 2%, platelets 90,000-94,000. 
Circulating basophiles normal. Bleeding time 2 
minutes, 30 seconds; clotting time (three-tube, Lee- 
White glass) 7-12-15 minutes. Prothrombin over 
70%. Cephalin flocculation 3+--4+ in 48 hours 
(repeat at monthly intervals showed no change) ; 
thymol turbidity 5.0 units; EEG and B.M.R. were 
normal. A sternal marrow aspiration, performed 
because of persistent splenomegaly with moderate 
granulocytopenia and thrombopenia, showed in- 
crease in lymphocytes, including germinal centers. 
There was also noted proliferation of mast cells, 
occurring in some areas in the form of sheets. This 
aspirate was later repeated on a rib in an area 
showing roentgenologic change. Histologic findings 
similar to those of the first aspirate were. encount- 
ered. 

A needle liver biopsy specimen was obtained. On 
examination of this tissue the normal architectural 
pattern was found to be altered by proliferation of 
fibrous tissue, giving a pseudolobular appearance, 
such as is seen’ in Laennec’s cirrhosis. Toluidine 
blue stains showed increased numbers of mast cells 
in the areas of fibrosis. Even more mast cells were 
evident in those areas relatively free of fibrous 
proliferation. Here, as elsewhere in the body, the 
mast cells were found adjacent to small blood 
vessels or capillaries. 

Thus has been demonstrated the presence of sys- 
temic mast-cell disease in this patient. At this time 
he is known to have mast-cell infiltrations of his 
skin, bone marrow, and liver. 

After a period of observation extending over one 
year this man’s disease appears to be unchanged. 
There has been no clinical or laboratory evidence 


PIGMENTOSA 


of progression of liver disease. Roentgenologic 
examination shows no change in his bony lesions. 
However, during the period of observation, the 
patient has not been well enough to be gainfully 
employed. 


II. EXPERIMENTAL PROCEDURES AND 
RESULTS 


A. Mast-Cell Staining Technique—Samples of 
skin, liver, and marrow particles were fixed in 
formalin and embedded in paraffin, according to 
conventional technique for preparing tissue sections. 
Some slides were stained with hematoxylin and 
eosin. 

Since mast-cell granules may not be readily 
apparent in such preparations, the formol-fixed 
paraffin-embedded tissues are also stained with 
toluidine blue. Paraffin tissue slices are fixed to a 
glass slide. The paraffin is removed by xylene and 
the tissue is hydrated. The slide is covered with 1% 
toluidine blue in distilled water for two to five 
minutes at room temperature. Rinse in 70% ethanol 
and differentiate in 95% ethanol. Dehydrate in 
absolute alcohol, clear in xylol. Coverslip with 
balsam. Care must be taken to avoid overstaining. 
Mast cell granules stain metachromatically with 
this technique. 

Marrow particle smears were obtained. These 
were air dried. Then conventional Wright staining 
technique was used. Mast cells can be shown to 
have metachromatic granules by this method. 

B. Coagulation Time Studies—Blood was with- 
drawn from an antecubital vein with siliconized 
syringe by the “two-syringe” technique. Only blood 
from the second syringe is used to fill siliconed 
glass test tubes in constant temperature block at 
37 C. The first tube is tipped at one-minute intervals 
till it can be inverted without moving the clot. The 
time is recorded. The second tube is then inverted 
and again each minute till coagulation. Finally the 
third tube is similarly handled. 

By this method no alteration from normal co- 
agulation time was noted in this patient. 

C. Lipoprotein Determinations—The B-lipopro- 
tein determinations were performed by the tech- 


\ nique described by the Gofman group.2! Preliminary 


separations were made at a density of 1.0630 (at 
26 C), spun at. 30,000 rpm for 17 hours, approxi- 
mately 10 C, in the Spinco Model L centrifuge. 

The 8-lipoprotein fraction was removed and 
analyzed on Model E ultracentrifuge at 52,640 rpm 
with pictures taken at Q-, 6-, 6-, 10-, 8-, and 8- 
minute intervals. The areas between the baseline salt 
curves and the #-lipoprotein curves were determined 
by careful measurement of the areas after a five- 
fold magnification. 

Six analyses taken over a period of three months 
under various conditions demonstrated no significant 
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deviation from the values of S: 0-12, 230 mg. per 
100 cc.; St 12-20, 25 mg. per 100 cc., and S¢ 20-100, 
50 mg. per 100 cc. The various states at the time of 
sampling include basal rest, after urtication due to 
stress of an operative procedure, after physical 
irritation of cutaneous lesions, and after corticotro- 
pin, 10 mg. per day for a week. At this time the 
corticotropin was increased to 40 mg. per day for 
two days; this resulted in a drop in all S: groups. 
The corticotropin was followed by cortisone 200 
mg. per day for 18 days, and then 400 mg. for 9 
days. This resulted in an increase in the Sz 0-12 to 
294 mg. per 100 cc. and in the S¢ 20-100 to 153 mg. 
per 100 cc., with no significant change in the Sr 
12-20 group. 

The cortisone was then discontinued for one 
month, at which time the §-lipoproteins had re- 
turned to St 0-12, 224 mg. per 100 cc.; Sr 12-20, 
24 mg. per 100 cc., and S¢ 20-100, 32 mg. per 100 
cc., essentially the initial levels. 

E. Tissue Culture Methods —Under aseptic tech- 
nique, tiny segments of skin and bone marrow 
aspirate were mounted in chicken plasma clot onto 
coverslips. These were incubated at 36 C in nutrient 
media in slanted screw-cap test tubes. The media 
contained 20% horse serum and 5% chicken embryo 
extract in basic salt solutions. The pH was kept at 
7.2. The medium was changed once a week for six 
weeks. No mast-cell proliferation was seen, although 
they could still be identified by toluidine blue stain 
throughout this period. 





Maximilian Obermayer, M.D., Nathan Fried- 
man, M.D., and Wilbur Thomas, M.D., gave us 
permission to review their cases and material. Help 
and cooperation were received from B. E. Kon- 
waler, M.D., and Frank Isaac, M.D. 
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Effect of (inarrine (Atabrine) upon 
Lupus Erythematosus P hodaneneits 


EDMUND L. DUBOIS, M.D., Los Angeles 
AUN WALL TU 


The lupus erythematosus cell phenomenon 
is intimately connected with the pathogenesis 
and clinical results of therapy of systemic 
lupus erythematosus. A method has been 
devised for quantitatively assaying in vitro 
the effects of various chemicals upon this 
phenomenon. Detailed observations of the 
inhibition of lupus erythematosus cell for- 
mation by quinacrine (Atabrine) are pre- 
sented. 

Prokoptchouk in 1940 introduced the use 
of quinacrine in the treatment of lupus ery- 
thematosus,' and Popoff* reported similar 
success. Since the recent report in the 
English literature by Page * there have been 
a number of confirmatory studies.* One of 
the cases in Page’s series had active systemic 
lupus, which responded well to 200 mg. of 
quinacrine daily. In view of this and the evi- 
dence that systemic lupus erythematosus is a 
malignant form of the discoid variety, it 
seemed important to study the use of quina- 
crine (Mepacrine) in the generalized form 
of the disease.} Initial studies at this hospital 
in 1952 on three patients with acute systemic 
lupus erythematosus, using the dose recom- 
mended by Page, namely, 200 mg. per day, 
showed no effect on the disease, and the drug 





Atabrine was supplied by J. B. Rice, M.D., of 
Winthrop-Stearns, Inc., New York. 

This study was supported by a grant from the 
Attending Staff Association fund of the Hospital. 

From the Department of Internal Medicine of 
the University of Southern California Medical 
School and the Los Angeles County General Hos- 
pital. 

* References 4 to 8. 
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was not employed again until further con- 
firmatory reports on its use in the discoid 
form appeared. In view of the fact that the 
amounts of corticotropin (ACTH) or cor- 
tisone needed to produce a remission varied 
with the severity of the disease, it was then 
thought that quinacrine might be effective 
upon the systemic form in much larger 
doses."! Simultaneous studies were begun on 
the results of quinacrine clinically and in the 
laboratory to investigate any possible effect 
on the lupus erythematosus cell phenomenon 
in the test tube. The clinical results in 42 
patients with predominantly systemic lupus 
have already been published.’*? There has 
been almost uniform benefit in all patients 
with the discoid, chronic disseminated, and 
subacute disseminated forms. Only about 
one-third of cases of the acute systemic type 
are helped. 

' The L. E. phenomenon is pathognomonic 
of systemic lupus erythematosus, in our ex- 
perience and that of others.t The only ex- 
ception is the rare case of hydralazine 
(Apresoline) intoxication, which closely re- 
sembles systemic lupus erythematosus and 
may indeed be the same disease chemically 
induced. The L.E. factor, which is the 
fraction of the gamma globulin responsible 
for the induction of the phenomenon in nor- 
mal leucocytes, is, according to my belief, an 
abnormal enzyme or an agent which disrupts 
normal enzyme systems. Kurnick and co- 
workers hypothesize that the L.E. factor, 
which itself has no increased desoxyribonu- 
clease activity, acts by causing a release of 
inhibition of the intracellular desoxyribo- 
nuclease system.** Therefore, any relatively 


¢ References 13 to 19. 
§ References 20 to 23. 





























QUINACRINE—EFFECT ON L. E. PHENOMENON 


nontoxic substance which blocks the L. E. 
phenomenon might be a valuable agent in the 
treatment of the disease. With this in mind, 
the following studies were begun. 


MATERIALS AND METHODS 


Standard solutions of quinacrine dihydrochloride 
were prepared, containing from 0.1 to 10.0 mg. per 
milliliter in isotonic saline. The pH was adjusted to 
7.3, using a Beckman pH meter, by adding a few 
milliliters of an approximately isotonic saline-imi- 
dazole buffer, as employed by Lanchantin and 
Ware,?5 in making up each 100 ml. of standard. A 
suspension of leucocytes was obtained from normal 
bank blood derived from donors whose control L. E. 
cell preparations were negative. This suspension 
was prepared by adding 50 ml. of fresh venous 
blood to a large test tube containing 300 mg. of 
bovine fibrinogen (equivalent to 0.6% final concen- 
tration) 26 with 0.5 ml. of heparin (50 mg/ml.) as 
an anticoagulant. This mixture was well shaken and 
permitted to remain for one hour at room tempera- 
ture, after which time the supernatant plasma and 
white cells were pipetted into two 15 ml. test tubes 
and centrifuged. The leucocytes were resuspended 
in their plasma to make an approximately 20% 
concentration. Potent heparinized L. E. plasma was 
obtained from patients and kept frozen for these 
experiments. The majority of the tests were done 
with plasma from one or two patients as sources for 
either the weak or the strong L. E. plasma. 

The inhibition tests were done as follows: Five- 
tenths milliliter of potent L. E. plasma was placed 
in a test tube and the predetermined amount of 
quinacrine standard added. This mixture was al- 
lowed to incubate at room temperature for varying 
periods of time, from 30 minutes to 96 hours, in 
order for the chemical under study to have time to 
inactivate the L. E. factor. Thirty minutes before 
the times indicated in the accompanying table, 0.5 
ml. of the 20% leucocyte suspension and 0.02 ml. of 
1:5 dilution of India ink solution were added to 
each tube, thereby bringing the approximate volume 
to 1 ml. The India ink suspension was added to act 
as an indicator of leucocyte viability, with assump- 
tion that if the drug killed the white cells there 
would not be phagocytosis of India ink particles. 
If the leucocytes are damaged by the chemical under 
study, the test is invalid, because living cells are 
required to produce the L. E. phenomenon. Thirty 
minutes was allowed for the L. E. phenomenon to 
appear, if the factor was not inactivated. Then the 
tubes were centrifuged, and smears of the sediment 
were made and stained with Wright’s stain. A 
search was made for L. E. cells for at least 10 min- 
utes per test, and if one was found the specimen 
was rated as positive. If there was marked bacterial 





contamination on the smears or failure of the leuco- 
cytes to ingest the carbon particles, the experiment 
was discarded. Control L. E. preparations were 
done each time to recheck the potency of the frozen 
L. E. plasma. 

For example, in order to perform a test of quina- 
crine inhibition at the 0.4 mg/ml. level with a total 
incubation period of one hour, the following steps 
were carried out: To 0.5 ml. L. E. plasma 0.04 ml. 
of quinacrine standard (10 mg/ml.) containing 0.4 
mg. quinacrine was added. After a 30-minute period 
elapsed, 0.5 ml. of the leucocyte suspension was 
added, followed by 0.02 ml. of the diluted India ink 
solution, making a total of 1.06 ml., or approxi- 
mately 1 mil. for tabulating purposes. Thirty 
minutes later the material was centrifuged and the 
sediment smeared on slides and stained with 
Wright’s stain. L. E. cells were not found in this 
specimen, as outlined on the Tables. 

During the past few months, it was found that 
coagulase-positive staphylococci were better in- 
gested by the. leucocytes and easier to see than the 
smaller carbon particles. The addition of this organ- 
ism’ to a mixture of normal leucocytes and L. F. 
plasma showed that it did not reduce the L. E. 
phenomenon during an hour’s incubation at room 
temperature. The inhibition tests above were then 
modified so that the white cell suspension con- 
tacted the incubated mixture of quinacrine and 
potent L. E. plasma for 30 minutes and then 0.04 
ml. of a 48-hour broth suspension of staphylococci 
was added 15 minutes prior to centrifugation. Con 
trol preparations were made each time of L. E. 
plasma and white cells and L. E. plasma white cells 
and staphylococci in order to be certain that the 
organism did not reduce the potency of the L. E. 
factor. 

Plasma quinacrine levels were determined by the 
method described by Brodie and Udenfriend.27 


RESULTS OF EXPERIMENTAL STUDIES 
IN VITRO 


Table 1 lists the outcome of these experi- 
ments with blood from patients who have 
weakly positive L. E. serum which produces 
in the control L.E. preparations tests of 
2+ to 3+ potency, or an average of 7 L. E. 
cells and 5.3 rosettes per 1000 leucocytes.’* 
There is marked inhibition of the L. E. phe- 
nomenon at a quinacrine level of 0.1 mg. per 
milliliter and complete inhibition at 0.2 mg. 
per milliliter for all periods of incubation. 
As one would expect in a biological assay of 
this type, there is no critical end-pcint, and 
therefore a few positive tests did occur at 
the 0.1 mg. per milliliter concentration. 
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There was a great deal of ingestion of carbon 
particles in all preparations, including most 
of those containing 0.8 mg. of quinacrine per 
milliliter. Occasionally at this latter concen- 
tration and in most instances at higher levels, 
clumping of the leucocytes occurred, with loss 
of phagocytic power and staining ability, sug- 
gesting that at these concentrations the 
quinacrine was quite leucotoxic. Therefore, 
it can be assumed that the quinacrine did not 
prevent L.E. cell formation by killing the 
phagocytic ability of the white cells at concen- 
trations below 0.8 mg. per milliliter. 
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quine, and chloroquine. Haserick has demon- 
strated that cortisone, corticotropin, peni- 
cillin, nitrogen mustard, estradiol, proges- 
terone, plasma from chronic discoid lupus pa- 
tients, and testosterone do not inhibit the 
L. E. phenomenon in vitro.”® 


QUINACRINE PLASMA LEVELS ATTAINED IN 
PATIENTS AND EFFECT ON L. E. 
PHENOMENON 

Attempts were made to study the plasma 
levels 7’ of quinacrine which could be attained 
in patients by gradually increasing the in- 


Tae 1.—Inhibition of L. E. Phenomenon by Quinacrine in Vitro Using Weak L. E. Serum * 
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* Average of three counts of control specimen shows 7 L. E. cells and 5.3 rosettes per 1000 leucocytes. +, L. E. 


phenomenon present, finding of one L. E 


. cell after 10 minutes’ search of two slides (+); —, no L. E. phenomenon 


present and inhibition in complete. Each + or — sign = one test. 


TABLE 2.—Inhibition of L. E. Phenomenon by Quinacrine in Vitro Using Strong L. E. Serum* 
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* Average of three counts of control specimen shows 15.7 L. E. cells and 6.6 rosettes per 1000 leucocytes. +, L. E. 
phenomenon present, finding of one L. E. cell after 10 minutes’ search of two slides (+); —, no L. E. phenomenon 
present and inhibition is complete. Each + or — sign = one test 


Table 2 shows the results of employing 
this technique on L. E. sera which are ex- 
tremely potent and which produce 4+ tests 
in control preparations, or an average of 
15.7 L.E. cells and 6.6 rosettes per 1000 
leucocytes. There is partial inhibition at 
0.4 mg. per milliliter and complete inhibition 
above that level. Again the white cells in- 
gested large amounts of India ink, and so the 
mechanism of inhibition apparently depends 
upon a blockage of the L. E. factor at some 
level. 

Preliminary tests on other antimalarial 
drugs indicated that quinacrine will inhibit 
the L. E. cells in smaller concentrations than 
is required for quinine, quinidine, prima- 
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take of that drug to the maximum tolerated 
dose. The clinical details have been published 
elsewhere.’? The highest plasma level ob- 
tained was 0.096 mg. per 100 cc., which is 
about 0.01 of the theoretically desired blood 
level to have the same plasma level in the 
patient as in the test tube which inhibits the 
L.E. phenomenon. This patient received a 
total dose of 40 gm. of quinacrine within 
28 days. Pharmacological studies show that 
the concentration of quinacrine in the white 
cells is 100 to 300 times the plasma level, and 
so with these large doses the leucocytes and 
certain organs, as the liver, spleen, and lung, 
will presumably have tissue concentrations 
well within the range of inhibition. The quin- 
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acrine level in these latter tissues may be as 
high as 20,000 times the plasma level. 

The effect. of large doses of quinacrine on 
the L. E. phenomenon has been studied in 
three patients given that drug alone and in 
a fourth who received cortisone as well. The 
L. E. phenomenon disappeared in all four 
patients within two weeks.’* With cortisone 
alone it required at least four to six weeks of 
treatment with large doses for the L. E. test 
to become negative." 


COM MENT 


The technique described in the first part 
of the paper may be a valuable screening 
method for useful agents in the treatment of 
lupus erythematosus, similar to various 
tests used to assay possible anticarcinogenic 
agents. Since the L. E. phenomenon is path- 
ognomonic for lupus erythematosus dissemi- 
natus, with only one rare exception, it seems 
that drugs which block this reaction might 
be useful in the treatment of the disease. 
This certainly is true of quinacrine. 

The mechanism of action of quinacrine in 
the test tube upon the L. E. phenomenon is 
apparently an inactivation of the L. E. factor 
itself. In the patient there are at least three 
possible sites of this action, assuming that 
Kurnick’s hypothesis is correct that the L. E. 
factor functions by releasing the intracellular 
desoxyribonuclease enzyme activity. It may 
inhibit the production of the L. FE. factor. 
The concentration of quinacrine in the reticu- 
loendothelial system, where the L. E. factor, 
a fraction of the gamma globulin, is probably 
produced, is 6000 to 20,000 times the plasma 
level || and, therefore, within the range of in 
vitro inhibition. Secondly, quinacrine may in- 
activate the circulating L. E. factor by pro- 
longed exposure to small amounts of the 
drug. Thirdly, it may block the intracellular 
action of the L. E. factor on the desoxyribo- 
nuclease system because of the drug’s high 
intracellular level. 





|| References 29 and 30. 


SUMMARY 


Quinacrine in a concentration of 10 mg. 
per 100 cc. will inhibit L. E. cell formation in 
vitro in weak L. E. sera, and in a concentra- 
tion of 40 mg. per 100 cc. it inhibits the L. E. 
phenomenon in very potent L.E. sera. 
A technique for assaying this is described. 
This screening method may be useful as a 
guide to determining the drugs and amounts 
needed in treating systemic lupus erythema- 
tosus. Agents which are helpful in treating 
this disease are also of value in rheumatoid 
arthritis and other ailments. Drugs discov- 
ered to have potency as L. E. phenomenon 
inhibitors may have a wide spectrum of ther- 
apeutic usefulness. 
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Certain skin diseases are accompanied by 
a vascular dysfunction in areas which are 
remote from the sites of visible lesions. 
This abnormality has been demonstrated 
by changes in the forms of photoelectric 
plethysmograms of the fingers of patients 
with lupus erythematosus and psoriasis ° 
which are similar to those found in arterio- 
sclerosis,’ hypertension,’ and pseudoxan- 
thoma elasticum.* 

It is the purpose of this report to present 
the results of pHotoelectric plethysmograms 
of patients with various dermatoses. 


MATERIAL AND METHODS 


Studies were made on 28 normal subjects and on 
16 patients with various types of lupus erythema- 
tosus, 7 with scleroderma (1 linear and 4 localized), 
11 with psoriasis, 12 with atopic dermatitis, and 15 
with miscellaneous dermatoses, including dermati- 
tis herpetiformis, eczema, dermatomyositis, pem- 
phigus, contact dermatitis, seborrheic dermatitis, 
neurotic excoriations, lichen planus, erythema multi- 
forme, and tuberculid. None of the subjects tested 
had clinical or roentgenological evidence of arterio- 
sclerosis or hypertension. 

The photoelectric plethysmograph used in this 
study was a modification of that described by 
Hertzman.5 A beam of light was directed through 
the terminal phalanx and fell on the sensitive ele- 
ment of a photoelectric cell. Variations in the in- 
tensity of light transmitted through the finger due 
to changes in the blood content which occurred 
with each heart beat were detected by the photo- 
electric cell and recorded by means of a capacity- 
coupled amplifier and a Cambridge electrocardio- 
graph. 





From the Department of Dermatology, North- 
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The shape of the plethysmogram may be recorded 
by measuring certain components of the wave. In 
this study the crest time and the pulse cycle time 
were measured. The crest time is the time from the 
beginning of the anacrotic limb to the peak of the 
wave, and the pulse cycle time is the interval be- 
tween the beginning of successive anacrotic limbs. 
Since the crest time is a function of the pulse rate, 
Dillon and Hertzman® have expressed the crest 
time in per cent of the cycle time and have found 
that this value is normally between 10% and 20%. 
A sketch of the normal finger plethysmogram is 
shown in Figure 1. 


RESULTS 


The normal photoelectric plethysmogram 
is composed of a steep anacrotic limb which 
comes to a rather sharp peak and a cata- 


Values of Crest Times in Percentage of Cycle Times 








Mean and No. 
Cases, Standard Above 

Diagnosis No. Deviation 20% 
COMEION i Go 65 i bs Ses Can Sess 28 15.31 + 3.00 1 
Chronie discoid L. E......... 10 20.16 + 4.95 6 
Chronie disseminated L. E.. 3 25.10 + 2.16 3 
Acute systemic L. E.......... 3 26.87 = 5.09 3 
Scleroderma .........4....... 7 25.33 + 7.61 5 
WOOEUNONE isc ci ckivesiensccees ll 20.46 + 4.61 6 
Atopie dermatitis............ 12 14.11 + 2.49 0 
Miscellaneous dermatoses.... 15 16.37 + 2.98 1 





crotic limb with a sharply defined dicrotic 
notch. The plethysmograms of patients with 
lupus erythematosus, psoriasis, and sclero- 
derma have a different appearance. The 
slope of the anacrotic limb is not as steep, 
with a_resultant increased crest time, and 
the dicrotic notch on the catacrotic limb is 
poorly defined or obliterated. 

Examples of photoelectric plethysmo- 
grams of patients with atopic dermatitis, 
scleroderma, psoriasis, and lupus erythema- 
tosus are presented in Figure 2. The values 
of the crest times in per cent of the cycle 
times of normal subjects and of patients 
with various dermatoses are presented in 
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Fig. 1—Enlargement of photoelectric plethysmogram obtained from middle finger of normal 
subject. Measurements referred to in text are crest time (C. T.) and cycle time. 


Fig. 2.—Photoelectric plethysmograms of middle finger pad illustrating a normal wave form 
in atopic dermatitis (1) and abnormal wave forms with prolonged crest times and obliterated 
dicrotic notches in patients with scleroderma (2), psoriasis (3), chronic discoid lupus erythema- 
tosus (4), chronic disseminated lupus erythematosus (5), and acute systemic lupus erythematosus. 
(6). 
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PERIPHERAL CIRCULATION IN DERMATOSES 


the Table. Statistical analysis reveals that 
patients with lupus erythematosus, sclero- 
derma, and psoriasis as a group have ab- 
normal photoelectric plethysmograms. The 
plethysmograms of patients with atopic 
dermatitis and the miscellaneous dermatoses 
studied were all normal, with the exception 
of one from a patient with pemphigus. 


COMMENT 


Various techniques, including histologic 
examination, measurements of skin tempera- 
ture, reactive hyperemia and reflex vaso- 
dilatation, cold pressor tests, and plethysmo- 
graphi~ studies have been used to demon- 
strate an altered peripheral circulation in 
certain dermatoses. Madden ® found capil- 
lary dilatation and perivascular leucocytic 
infiltration on histologic examination of 
clinically uninvolved skin of psoriatics. Mil- 
berg’ has reported an abnormal course of 
the reactive hyperemia following vascular 
occlusion in the uninvolved skin of patients 
with psoriasis. Graham*® has reported “a 
similar vascular change in psoriatics sub- 
jected to emotional stress. He states this 
is due to dilatation of arterioles and in- 
creased tone of minute vessels, thus differ- 
ing from the reaction observed in urticaria ° 
and eczema,!® in which he found dilatation 
of both arterioles and minute vessels. On the 
other hand, patients with atopic dermatitis 
frequently demonstrate cutaneous vaso- 
spasm, as manifested by the white dermog- 
raphism which results from stroking the 
skin. A greater vasoconstriction of the pe- 
ripheral blood vessels is also suggested by 
the fact that this group of patients shows 
a hyperreactive type of response to the 
cold pressor test and has a swifter rate of 
cooling than normal persons in a cool en- 
vironment and a delayed rate of warming 
in a warm environment.’ It has also been 
found?! that the intradermal injection of 
histamine fails to produce the flare portion 
of the triple response of Lewis and Grant * 
in these patients. 

The intramuscular injection of histamine 
in patients with atopic dermatitis has also 
been reported to produce a greater than 


normal increase of skin temperature at the 
sites of predilection for this disease.’ 

The finding of abnormal photoelectric 
plethysmograms in patients with psoriasis, 
lupus erythematosus, and scleroderma offers 
additional evidence of a vascular dysfunc- 
tion in areas which are remote from the 
sites of visible lesions. It is not clear whether 
this abnormality is due to a functional or 
an organic defect, whether due to abnormal 
activity of arteriovenous shunts or to changes 
in the elasticity of the vessels or perivas- 
cular tissue. The fact that similar plethysmo- 
graphic abnormalities have been reported 
in certain diseases with demonstrable path- 
ologic changes of the blood vessels, e. g., 
arteriosclerosis,* hypertension,? and pseudo- 
xanthoma elasticum,* suggests the possibility 
of an organic defect. A pathologic change of 
ground substance might be an underlying 
factor. 

Data have been presented previously ' to 
show that vasoconstriction and vasodilata- 
tion as measured by the skin temperature 
do not change the crest time. This ‘conclu- 
sion is supported by the work of Dillon and 
Hertzman,* who showed that the adiminis- 
tration of amyl nitrite does not alter the 
shape of the photoelectric plethysmogram. 

There is, however, a functional change 
which will produce an abnormal photoelec- 
tric plethysmogram similar to that reported 
here. Hertzmar, and Roth ** have reported 
that the reactive hyperemia which occurs in 
a finger chilled in ice water produces a 
marked: increase in crest- time and ‘some 
obliteration of the dicrotic notch. This sug- 
gests that an increased crest time and -oblit- 
eration of the dicrotic notch might be due 
to shunting of blood through arteriovenous 
anastomoses. 

Further studies are necessary to determine 
the specificity of plethysmographic abnor- 
malities in patients with lupus’ erythema- 
tosus. If this could be. determined, this 
technique would be an aid in the diagnosis 
of atypical forms such as systemic lupus 
erythematosus without skin lesions and the 
differentiation from certain dermatoses pro- 
duced by sunlight sensitivity. 
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The finding of abnormal plethysmograms 
in localized scleroderma (morphea) and in 
chronic lupus erythematosus suggests that 
both are manifestations of systemic disease. 
Also, chronic and acute lupus erythematosus 
are probably variants of the same disease, 
as are morphea, generalized scleroderma, 
and acrosclerosis. However, it should be 
pointed out that abnormal -plethysmograms 
no more suggest an etiologic relationship 
than does the label “collagen diseases.” 


SUMMARY AND CONCLUSION 


Photoelectric plethysmograms of — the 
fingers of 28 normal subjects and of 61 
patients with various dermatoses have been 
studied. 

The plethysmograms of patients with 
scleroderma, psoriasis, and lupus erythema- 
tosus as a group are abnormal. The crest 
times are prolonged and the dicrotic notches 
are obliterated. 

Other techniques used in demonstrating 
an altered peripheral circulation in certain 
dermatoses are briefly reviewed. 

This study furnishes additional evidence 
of a vascular dysfunction in patients with 
scleroderma, psoriasis, and lupus erythema- 
tosus, 
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Multiple Myoblastomas in Children 
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AULT 


Myoblastoma or granular, cell myoblas- 
toma is an unusual condition of the skin and 
internal organs. While its characteristic 
histopathology is agreed upon, its histo- 
genesis is in dispute. It was first established 
as an entity by Abrikossoff in 1926 on the 
basis of five cases. Subsequently in 1931 
Abrikossoff added seven more cases.” In 1952 
Wen-Hsiang Ma ® collected 287 cases from 
the literature. Of these, the ages of the pa- 
tients were given in 68 cases. Whereas 62 
were adults, only 4 were in the first decade 
of life and 2 in the second decade. These re- 
ported lesions in children all were solitary 
myoblastomas. 

As far as could be determined seven cases 
of multiple granular cell myoblastoma, all in 
adults, were previously recorded in the litera- 
ture. Klemperer* reported a 23-year-old 
Negro woman who had two isolated myo- 
blastomas. Powell® described a case of a 
26-year-old Negro woman with numerous 
firm subcutaneous nodules of 10 years or 
more duration, which on biopsy proved to 
be myoblastomas. In this case examination 
of bilateral ovarian tumors and of a retro- 
peritoneal mass removed by subsequent sur- 
gery revealed histologic findings similar to 
those of the subcutaneous lesions. It was 
assumed that the internal tumors were of 
metastatic origin. Bloom and Ginzler® re- 
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ported a case of myoblastoma on the inner 
aspect of the lower lip in a 35-year-old Negro 
woman. Part of the lesion was removed for 
histopathologic examination and the remain- 
der was destroyed by electrosurgery. Two 
years later isolated cutaneous tumors were 
present on the right thigh, right hip, and left 
lumbar region, and upon excision and histo- 


‘logic examination all three proved to be myo- 


blastomas. Ashburn and Rodger’ observed 
a 25-year-old white man with seven lesions 
of proved myoblastoma which had been pres- 
ent for six years. Bangle * mentioned that 
two of the patients in his study of 43 speci- 
mens had multiple lesions. Gutstein ® recorded 
one case in a 38-year-old Negro woman with 
two proved myoblastomas of unknown dura- 
tion. He considered that these were multi- 
centric in origin, rather than metastatic. 

It is clear from the above citations from 
the literature that multiple myoblastomas are 
seen, though rarely, in adults, But to our 
knowledge no case of multiple granular cell 
myoblastoma arising in or dating from child- 
hood has been reported. We have recently 
seen three such cases. 


REPORT OF CASES 


Case 1.—F. C., a 4-year-old white boy, was first 
seen at the Skin and Cancer Unit on March 19, 
1954, with numerous nodules of the skin. The first 
of these was said to have appeared on the outer 
aspect of the right arm at about 2 years of age. 
The patient occasionally complained of pain and 
pruritus in some of the lesions. 

Examination revealed 10 nontender, nodular le- 
sions distributed as follows: 5 on the right arm, 2 
on the left arm, 2 on the back, and 1 on the right 
leg. These varied in size from 1 mm. to 2.5 cm. 
in diameter. They were yellow to reddish-yellow 
in color, dome-shaped, raised up to 4 mm. above 
the level of the surrounding skin, firm and smooth- 
surfaced except for a lesion on the outer aspect of 
the left arm which showed some white scaling 
(Fig. 1). The nodules were fixed in the skin but 
freely movable over the underlying structures. In 
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left elbow. 
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Fig. 2 (Case 1, F. C.)—Low-power magnifica- 
tion of biopsy specimen showing large cells, mostly 
round to oval in shape, with small nuclei and 
abundant granular cytoplasm arranged in bundles 
and separated by strands of connective tissue (re- 
duced about 60% from mag. x 247; hematoxylin 
and eosin). 


Fig. 3 (Case 1, F. C.)—High-power magnifica- 
tion illustrating the marked granularity of the 
cytoplasm including some “globules” (reduced 
about 50% from mag. x 992, Masson trichrome). 
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Fig. 1 (Case 1, F. C.)\—Nodule of outer aspect of 














April, 1954, while under our observation, the pa- 
tient developed two similar superficial, yellow, 
pinhead-sized lesions on the right forearm. 
Microscopic examination revealed a moderate 
degree of loosely laminated hyperkeratosis. The 
epidermis was otherwise essentially normal. In the 
cutis there was a. widespread collection of large, 
oval, round and polyhedral cells with small vesicu- 
lar nuclei generally centrally situated, and sur- 
rounded by abundant cytoplasm with evenly dis- 
tributed fine and coarse acidophilic granules and 
occasional eosinophilic “globules” 2 to 4 » in di- 
ameter. The cells were isolated into bundles by 
normal-appearing collagen or thin strands of con- 
nective tissue. The periphery of the tumor was ill- 
defined and did not show encapsulation. In certain 
areas of the cutis the collections of granular cells 
were in such clese apposition to smooth muscle, 
nerve sheaths, and connective tissue bundles that 
they seemed to merge with these elements. No 
evidence of cross or longitudinal striation was 
seen. No blood or lymphatic vessel invasion by 
granular cells was observed (Figs. 2 and 3). 


Case 2.*—C. M., an 8-year-old white boy, was 
admitted to University Hospital on Dec. 14, 1953, 
with a short history of abdominal pain and vomiting 
which was diagnosed as acute gastroenteritis and 
which rapidly subsided. Examination of the skin 
revealed -eight asymptomatic, nontender, firm 
nodules and tumors varying in size from 0.4 to 3.0 
cm. in diameter and distributed as follows: one on 
the neck, three on the left arm, one on the right 
arm, two on the right thigh, and one on the left 
foot. The largest lesion, on the left foot, had a 
rough surface and was yellow in color. The larger 
of the two lesions on the right thigh was bluish, 


‘The remaining lesions had the same color as the 


surrounding skin. 

The first nodule had been noted by the parents 
on the right thigh when the patient was 2 years 
of age. At about the age of 3 the lesion of the left 
foot became evident. The others appeared subse- 
quently. 

The two lesions on the right thigh were excised 
on Dec. 21, 1953. Histologic examination of the 
larger specimen showed a loose hyperkeratosis, a 
pronounced acanthosis, and in one area pseudo- 
epitheliomatous hyperplasia. The corium had a 
widespread collection of cells extending from its 
superficial portion down to the subcutaneous tissue. 
The cells were numerous, large, round, polyhedral 
or elongated, and had abundant, coarsely granular, 
eosinophilic cytoplasm, The granules were fairly 
evenly distributed throughout the cytoplasm of 
the cells. There was no suggestion of cross or longi- 
tudinal striation. The nuclei were small, vesicular, 





*The Tumor Service (Dr. Herbert Willy 
Meyer, Chief) of the University Hospital gave 
permission to report this case. 
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and most of them showed a solitary prominent 
nucleolus. The nuclei were centrally or slightly 
eccentrically situated. These cell masses were 
separated into strands and groups by normal- 
staining connective tissue, which in some areas was 
fragmented. The second specimen also showed 
similar groups of the identical type of granular cells 
in the cutis. 

Case 3.—E. C., a 6%4-year-old white girl, was 
registered at the Skin and Cancer Unit on 
Feb. 26, 1951. At that time she presented an 
asymptomatic, skin-colored, firm, dome-shaped 
nodule about 1.5 cm. in diameter in the right 
submental area (Fig. 4). A clinical diagnosis of 
keloid was made. Two superficial x-ray treatments 
of 140 r (HVL, 0.9 mm. Al) each were given on 
March 5, 1951, and March 26, 1951. These pro- 
duced no clinically recognizable change in the 
lesion. 

On Nov. 12, 1952, the patient returned to the 
clinic. In addition to the previous lesion, she then 
presented an elevated, yellowish-red nodule about 
2 cm. in diameter on the left side of the abdominal 
wall (Fig. 5). The lesion had been present for 
nine months, 

The abdominal wall lesion was excised on Nov. 
24, 1952, and diagnosed histologically as granular 


Fig. 4 (Case 3, E. C.)—Nodule of right sub- 
mental area. 
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Fig. 5 (Case 3, E. C.)—Nodule situated on left 
side of abdominal wall. 


cell myoblastoma. Six months later the submental 
tumor was excised and was also found to have 
the histologic picture of myoblastoma. 


COM MENT 


Nomenclature.—Myoblastoma or granular 
cell myoblastoma has been described under 
various names. Abrikossoff employed the 
term “myoblastenmyome” (myoblastic my- 
oma). Other terms that have been used 
include rhabdomyome  granulocellulaire,’° 
rhabdomyoma,"* granular rhabdomyoma,” 
nodular myolosis,’* granular cell neurofibro- 
ma,** granular neuroma,** granular cell fibro- 
blastoma,’* nonlipid granular cell tumor,” 
and storage cell tumor. 

Incidence——Myoblastoma is a relatively 
uncommon condition. The total number of 
cases recorded in the literature is probably 
not much in excess of 300, although a precise 
tabulation is difficult because the diagnoses 
of some are questionable. Whatever may be 
the true incidence of solitary myoblastomas, 
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multiple myoblastomas are distinctly rare. 
We have found only seven examples in the 
literature and these were all in adults. Arthur 
P. Stout Drought two additional cases to our 
attention “ One was a 35-year-old white man 


whos 3 were said to have been present 
Sila The other was a 26-year-old 
woin? * multiple nodules on the head, 


neck, pac.., shoulder, abdomen, and thigh. It 
is possible that other cases of multiple granu- 
lar cell myoblastoma have been confused with 
and reported as multiple xanthomas. 


Histology.—Abrikossoff* described four 
histologic types of myoblastoma: 

(a) Type 1 showed granularity of the tumor 
cells without cross and longitudinal stria- 
tion. 

(b) Type 2 showed granularity plus some 
tendency toward cross and longitudinal 
striation. 

(c) Type 3 showed hyperplasia of some cells 
and the formation of polynuclear syncytial 
masses. 


(d) Type 4 had nongranular spindle cells 
mixed with a varying number of granular 
cells, and malignant changes. 


Howe and Warren ** used the terms “uni- 
form’? and “pleomorphic” to describe the 
histologic varieties of granular cell myoblas- 
toma cells. Murphy, Dockerty, and Broders *° 
applied the term “uniform” to Abrikossoft’s 
Types 1, 2, and 3, since these all showed the 
common feature of granular cytoplasm of 
the tumor cells without multiplicity of cell 
types. They used the term “pleomorphic” for 
Abrikossoff’s Type 4, and suggested that this 
type was closely related to rhabdomyosar- 
coma. Recent authors have restricted the 
term myoblastoma to Abrikossoff’s Types 1, 
2, and 3 (Murphy and associates’ “uniform” 
type). 

The cells of benign myoblastoma are large, 
usually round, oval, or polyhedral, and have 
abundant granular cytoplasm. The cell out- 
lines may be distinct to invisible. The gran- 
ules vary in size from fine to coarse and may 
even form distinct “globules” measuring 3p 
to 44 or more in diameter. The granules, 





+ Stout, A. P.: Personal communication to the 
authors, June, 1954. 
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whether fine or coarse, are usually rather 
evenly distributed throughout the cytoplasm. 
The granules are ordinarily acidophilic, but 
are occasionally basophilic. There is usually 
a single nucleus, small vesicular and centrally 
or slightly eccentrically situated, commonly 
containing a single nucleolus. Mitoses are 
rare. In some areas the granular cells tend 
to form syncytial masses with several nuclei. 
Sometimes an “organoid” arrangement with 
close relationship of the granular cells to 
small blood vessels is said to occur.® 


The cells are separated into sheets, strands 
or small groups by varying amounts of col- 
lagenous and reticular tissue. Some tumors 
are well encapsulated, while others are non- 
encapsulated and infiltrating. Frequently 
these tumors are in intimate relation with 
peripheral nerves. 


When these growths lie close to the epi- 
dermis or to mucosal epithelium, acanthosis 
or pseudoepitheliomatous hyperplasia with 
pleomorphism is commonly seen. This hyper- 
plasia may be so advanced that squamous cell 
carcinoma is closely simulated. Consequently, 
the erroneous diagnosis of squamous cell car- 
cinoma overlying: xanthomatous or myxom- 
atous infiltrate is sometimes made. — 


Histologically, myoblastoma is probably 


most commonly confused with xanthoma. 


Xanthoma cells may be distinguished by the 
presence of foamy cytoplasm and absence of 
the characteristic cytoplasmic granules seen 
in myoblastoma. It is interesting to note here 
that recent studies of Pearse ** and Bangle ® 
have shown that the granular cells of myo- 
blastoma contain lipids, probably in the form 
of lipoprotein or sphingolipid. 

Malignant melanoma, lepromatous leprosy, 
lipoidal histiocytoma, urticaria pigmentosa, 
and liposarcoma all may show changes of the 
cytoplasm which simulate “granularity,” but 
the distinctive histologic findings of these 
diseases should not lead to confusion with 
myoblastoma. 

Pathogenesis. — The term myoblastoma 
connotes a definite histogenesis which, how- 
ever, remains in dispute. Among the various 
theories are those of myoblastic repair, my- 
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ogenous degeneration, neurogenic and histio- 
cytic. 

1. Myoblastic Repair: Abrikossoff ¢ orig- 
inally regarded myoblastoma as being derived 
from myoblasts which were stimulated in an 
attempt at repair, possibly following trauma. 
This is the so-called theory of “reparative 
regenerative hyperplasia.” In favor of muscle 
tissue origin is the fact that muscle tissue 
regenerating after destruction or injury as- 


. sumes an appearance similar to that observed 


in muscle tumors. Schmincke *° found that 
regeneration is an isogenic process; that is, 
it takes place from remaining but injured 
muscle cells. Murray ** on the basis of tissue 
cultures of granular cell myoblastoma con- 
cluded that they bear a greater resemblance 
to elements derived from cultures of various 
forms of skeletal muscle, normal and neo- 
plastic, than they do to culture derivatives of 
other tissues, including xanthogranuloma, 
myoepithelioma, and tissues of various ele- 
ments of nerves. 


2. Myogenous Degeneration: This theory, 
also referred to as the “granular protein de- 
generation of muscle fiber” theory, is that the 
myoblastoma represents the degeneration of 
adult striated muscle cells in which necro- 
biotic changes have occurred.?” 

Both of the above muscle origin theories 
render it difficult to explain the occurrence of 
these lesions in sites in which striated muscle 
is not ordinarily found. In this regard Cohn- 
heim’s dysontogenetic theory was applied by 
Klinge.?* According to this theory myoblas- 
tomas are due to defective embryonal devel- 
opment of cells of muscle-building potential, 
which in the early stage of development are 
in close apposition to cells that later form 
connective tissue. These are trapped, as it 
were, in the cell complex which migrates 
peripherally to form the corium. 

3. Neurogenic: Based on a review of 51 
tumors originally diagnosed as myoblastoma, 
Fust and Custer ** advanced the neurogenic 
theory. They detected structural differences 
between those located on the tongue and 
those found elsewhere. The lingual tumors 





} References ‘J and 2. 


appeared to arise through alteration of pre- 
existing voluntary muscle fibers. In 35 non- 
lingual cases they thought they could demon- 
strate histogenic relationship to peripheral 
nerves, perhaps to the cells of Schwann, 
which are known to have granular cytoplasm 
under certain conditions, Large granular 
cells were frequently found within the peri- 
neurium of nerve twigs well beyond the 
reaches of the tumor and appeared to have 
developed there rather than to have invaded 
the nerves. Bangle*® stated that the patho- 
logic evidence from his study of 43 specimens 
tends to support the hypothesis of the neural 
origin of myoblastoma. 

4. Histiocytic: Wegelin®® regarded the 
cells as mesenchymal elements with stored 
lipoproteins, i. e., histiocytes which have en- 
gulfed the granules. Pearse,’* in a morpho- 
logical and histochemical survey of six cases, 
advanced the theory that this condition is 
essentially a lipoid-containing granular cell 
fibroblastoma. 


Clinical Features ——Myoblastoma may oc- 
cur at any age, but is commoner in the third, 
fourth, and fifth decades of life. It is found 
in near equal distribution in males and 
females. The rate of growth is slow and the 
average size is 1 to 2 cm. in diameter, al- 
though tumors of 10 cm. and larger ** have 
been reported. They are usually discrete 
nodules, although lobulated, pedunculated, 
and other forms have been described. Skin 
lesions have no characteristic color and they 
have been recorded as skin-colored, yellow, 
red, pink, grayish-pink, gray, and bluish. 
They are firm in consistency. Ulceration oc- 
curs in only rare instances. 


In the skin the lesions are usually asymp- 
tomatic. Myoblastoma of the tongue may 
cause slight “itching” or tickling. In other 
locations symptoms are related to anatomical 
factors and interference with adjacent struc- 
tures. For example, Horn and Stout *’ re- 
ported a case of myoblastoma of the external 
auditory meatus with bleeding and discharge 
from the ear. Bronchial involvement has 
caused wheezing, cough, and expectoration.§ 





§ References 28 and 29. 
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Myoblastoma involving the common bile duct 
caused obstructive jaundice, biliary cirrhosis, 
and death of a patient.*° 

By far the commonest site of occurrence 
is the tongue, where myoblastoma is found 
in about one-third of the cases. Next in fre- 
quency is the skin and subcutis in about one- 
fifth. However, myoblastoma has been re- 
corded in an extraordinarily wide range of 
sites. These include the muscles of the ex- 
tremities and other parts, the ear, lip, alveolar 
process, maxilla, mandible, parotid gland, 
pharynx, larynx, trachea and bronchus, lung, 
chest wall, breast, lacrimal sac, orbit, heart, 
esophagus, common bile duct, urinary blad- 
der, spermatic cord, male urethra, perineum, 
anal region, ovary, and vulva. 

Myoblastoma has been confused clinically 
with many conditions. These include xan- 
thoma, xanthofibroma, rhabdomyoma, rhab- 
domyosarcoma, squamous cell epithelioma, 
fibroma, neurofibroma, liposarcoma, chor- 
doma, congenital epulis, alveolar soft part 
sarcoma, sweat gland adenoma, cutaneous 
nodule, urticaria pigmentosa, keloid, nevo- 
xanthoendothelioma, histoplasmosis, and 
granuloma inguinale.* 

Prognosis.—Myoblastoma is usually be- 
nign. Although the incidence of malignancy 
has been given as high as 11%, Ross, Miller, 
and Foote * state that this figure is much 
too high and represents the results obtained 
when myoblastoma is confused with other 
diseases, such as myosarcoma and the re- 
cently described alveolar soft part sarcoma. 
Ross and associates,*? in a review of all of 
the cases of malignant myoblastomas reported 
to that time (1952), stated that they could 
find only four cases of unequivocal malignant 
myoblastomas. To them they added three 
cases of their own. As one of the criteria for 
diagnosis they stated that the tumor must 
have clear resemblance to structural qualities 
described in the myoblastomas of Abrikos- 
soft’s first three types in at least some portion 
of its primary, recurrent, or metastatic com- 
ponents in order to be considered malignant 
myoblastoma. This view closely parallels the 
opinion expressed by Ravich, Stout, and 
Ravich.** 
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Squamous cell carcinoma has been re- 
corded in association with myoblastoma, but 
undoubtedly at least some of these were 
instances of pseudoepitheliomatous hyper- 
plasia with outstanding resemblance to, but 
not actual, prickle cell malignant tumor. 

Other Conditions with “Granular Cells.” — 
It has been shown that at times carcinoma 
cells following irradiation therapy may as- 
sume a vacuolated and granular appearance.** 

Hibernoma is a very rare but interesting 
neoplasm in which the tumor cells have a 
brightly eosinophilic, vacuolated cytoplasm. 
It is not likely for myoblastoma to be con- 
fused with hibernoma, since the latter has its 
own distinctive histologic picture. In hiber- 
noma the cells have very well defined cell 
walls, Three types of tumor cells have been 
described.** The greatest number are small, 
round, vacuolated, with their nuclei situated 
in or near the centers. The second type of 
cell is granular and not vacuolated. The third 
type is that of large cells with their nuclei 
displaced to the periphery and flattened by 
one or several large round clear vacuoles. 
Fat stains show heavy concentrations of 
lipids, and polariscopic examination reveals 
anisotropic material. 

There are two other interesting conditions 
which also show cells with granular cyto- 
plasm and which recent authors regard as 
distinct entities. They are (1) congenital 
epulis; (2) alveolar soft-part sarcoma. 


1. Congenital Epulis: Custer and Fust ** 
stated that congenital epulis should be dis- 
tinguished from myoblastoma, into which 
group it had been placed by various authors. 
They considered congenital epulis to be a 
tumor which probably arises as a malforma- 
tion of dental blastema and therefore an 
“embryonal” hamartoma. They indicated the 
distinguishing characteristics as follows: The 
lesions are always present at birth; they are 
usually situated in the region of the incisors; 
the uniformity of structure of the cells is not 
exactly duplicated by myoblastoma of the 
gingiva occurring later in life; neural com- 
ponents are not demonstrable; there is no 
hyperplasia of adjacent squamous epithelium ; 
there is a prominent and distinctive vascular 
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component not found in myoblastoma ; exci- 
sion is not followed by recurrence; and 
finally, there is a disproportionate sex inci- 
dence (approximately 12 girls to 1 boy) 
whereas there is no significant selective sex 
incidence for myoblastoma. 

2. Alveolar Soft-Part Sarcoma: Christo- 
pherson, Foote, and Stewart *’ reported 12 
cases which they designated as “alveolar 
soft-part sarcoma” and which, they stated, 
was unlike any previously well-documented 
entity. The primary site was always asso- 
ciated with skeletal muscle or musculofascial 
planes, the deep lingual musculature being 
the most common. The tumors varied in size 
from 4 to 23 cm. in diameter. Most of them 
were treated by local excision. Five developed 
metastatic lesions to the lungs. Of these, in 
addition, the brain was involved in two, 
while the femur, lymph nodes and subcu- 
taneous tissue were the sites of metastasis 
in one case each. The mortality rate was 
33%. 

Histologically, all showed a pseudoalveolar 
or organoid arrangement of the cells in 
striking relation to numerous delicate endo- 
thelium-lined vascular channels and septa. 
The component cells were large, oval to 
polyhedral, and usually had distinct cell 
boundaries, The light eosinophilic abundant 
cytoplasm was finely granular, or reticulated 
with occasional vacuoles. The cytoplasm was 
never as deeply acidophilic as that in classic 
rhabdomyosarcoma, nor was there any sug- 
gestion of striation or elongated ribbon-like 
cells as seen in the known types of muscle 
tumors. In no instance was there the coarse 
granular appearance of the myoblastoma cells. 


Treatment.—Benign myoblastoma lesions 
require only local excision. This, however, 
should be relatively wide since there are 
sometimes microscopic extensions beyond 
the clinically apparent edge. Recurrences 
are known to have occurred. If microscopic 
examination suggests. malignancy, radical 
surgery should be performed. Regional nodes 
should be examined, and if these are enlarged 
regional dissection may be indicated. Since 
myoblastoma is a radioresistant tumor, radia- 
tion therapy is not recommended. 


Remarks.—As far as we could determine 
these are the first cases of multiple granular 
cell myoblastomas reported in children. The 
diagnoses were made only by histopathologic 
examinations. The microscopic features were 
benign, and in view of this these lesions were 
presumably of multicentric origin, rather 
than metastatic. No evidence of blood vessel 
or lymphatic invasion was observed. 

Since the histopathology of granular cell 
myoblastoma is one of a widespread collec- 
tion of cells, close apposition to numerous 
structures (e. g., nerves, collagen bundles, 
muscles) in the dermis can be expected. We 
feel that this apparent “merging” does not 
necessarily speak for a histogenic relation- 
ship to these structures. This was exempli- 
fied by the specimen in Case 1, in which 
there was seen contiguity of the granular 
cells with muscles, nerve sheaths, and con- 
nective tissue bundles. None of the cases has 
had a recurrence at the sites of surgical ex- 
cisions. However, Case 1 has continued to 
develop additional lesions while under our 
observation. 

Further observation and study is neces- 
sary to determine the pathogenesis and to 
evaluate whether or not the prognosis of 
benign-appearing multiple myoblastomas dif- 
fers from that of solitary myoblastomas. 


SUMMARY AND CONCLUSIONS 


Three children with multiple granular cell 
myoblastoma are reported. The histopa- 
thology in these cases showed typical myo- 
blastoma cells with granular cytoplasm. 
Benign-appearing multiple myoblastomas are 
to be differentiated from other. “granular 
cell” conditions, such as malignant granular 
cell myoblastoma, congenital epulis, alveolar 
soft-part sarcoma, and hibernoma on clinical 
and/or histopathologic grounds. 

The theories of histogenesis, including 
myogenic, neurogenic, fibrogenic and _histio- 
cytic origins, are briefly reviewed. 

We believe that the lesions in our patients 
are benign and of multicentric origin. Treat- 
ment by surgical excision was not followed 
by local recurrence in seven-month to three- 
year follow-ups. 
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Erythroderma Desquamativum 


( cL inee’s Disease) 


RICHARD Q. CROTTY, M.D., Omaha 
GUE UL 


In 1908 Leiner? described the peculiar 
skin condition among nursing infants to 
which he applied the name erythrodermia 
desquamativa. Since this first report, the 
foreign literature, especially German, has 
contained other reports of this disease. More,’ 
Haeckel,’ Schoenfeld,* and Wittmann ® 
among others, have reported large numbers 
of cases. In the American literature, case 
reports have been scarce.® So it is assumed 
that cases of typical “Leiner’s disease” are 
uncommon or rarely observed in America." 

During the month of January, 1954, four 
cases of erythroderma desquamativum came 
under my observation at the Air Force Hos- 
pital in Wiesbaden, Germany. These cases 
were similar to the original ones described 
by Leiner; however, certain characteristics 
were different. These differences will be out- 
lined below. This disease must be differen- 
tiated from atopic erythroderma, which it 
resembles most closely. These differences 
are shown in the Table. Cases 1 and 2 will 
be described in detail; the others will be 
briefly summarized. 

Case 1.—L. V., a 6-week-old white boy; was ad- 
mitted to the hospital on Jan. 1, 1954, because of a 
generalized skin eruption of five days’ duration. 
After a normal delivery at the U. S. Air Force 
Hospital, Wiesbaden, Germany, and an uneventful 


neonatal period, the infant was progressing on rou- 
tine formula feedings of Dextri-Maltose (a prepara- 





From the Dermatological service, 7100th 
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tion of dextrin and maltose), evaporated milk, and 
water, when he suddenly developed an erythematous 
macular eruption over the face and trunk. The 
process became generalized in approximately 24 
hours, with development of a squamous element. 
There was no associated pruritus or systemic symp- 
tomatology. Prior to the onset of the condition 
there were no prodromal infections except that 
“cradle cap” of mild severity had been present from 
birth. No drugs seemed implicated, as the only 
medication had been Poly-Vi-Sol drops (a water- 
soluble multivitamin preparation). In the present 
illness the appetite was normal and no gastrointesti- 
nal.symptoms were noted prior to onset of the skin 
symptoms. The parents were of normal health, 
American heritage, living in a German residence. 
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Physical examination was negative except for an 
intense macular erythema covering the entire skin 
surface of the body. There was profuse scaling, most 
prominent over the trunk, face, and scalp. The scales 
on the trunk were large, lamellated, and of a yellow- 
ish greasy texture, and they could be easily de- 
tached (Fig. 1). The scales of the scalp were ad- 
herent and yellowish-greasy and accumulated to 
form a plaque covering the entire scalp. This was 
suggestive of seborrheic dermatitis. No vesicles, 
pustules, papules, or purpuric lesions were seen. 
Lymphadenopathy was insignificant. The _ inter- 
triginous areas seemed to be primarily erythema- 
tous, with little scalling. 

Laboratory Data—WBC 7100; N 32%; L 60%; 
M 6%; E2%. RBC 2,630,000. Hemoglobin 8.5 gm. ; 
1 nucleated RBC, 1 myelocyte. Blood Group O ; RH- 
positive. Platelets 262,000. Sedimentation rate 46 
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Fig. 1 (Case 1).—Lesions of trunk and extremi- 
ties at time of admission. Note absence of lesions in 
groin area. 


aisnbbidand det teen ania heromeredantaerem reat ae 































mm. corrected reading (Wintrobe method). Choles- 
terol 167 mg. per 100 cc. Bleeding time 2 minutes 
30 seconds. Coagulation time 3 minutes 30 seconds. 
Urine negative. Culture of the nose and throat re- 
vealed a hemolytic Staphylococcus aureus. X-rays 
of chest, long bones, and skull were normal. — 

Hospital Course—Despite the fact that the pa- 
tient was placed on a regimen consisting of skimmed- 
milk formula, intramuscular penicillin (given 
prophylactically because of the increased suscepti- 
bility of infants with exfoliative dermatitis to con- 
current infections), whole blood transfusions, and 
a high vitamin supplement, a protracted and severe 
diarrhea developed in one week after hospital ad- 
mission. With the addition of an antidiarrhea 
powder (Winthrop-Stearns) and intramuscular 
streptomycin, this complication subsided and stools 
returned to normal within a few days. 

On Jan. 19, 18 days after admission, the patient 
developed rhinorrhea and numerous scattered rales 
over both lung fields. This condition responded to 
nose drops and steam inhalations. Chest x-rays were 
normal. After failure with various preparations, in- 
cluding proprietary ones such as Pragmatar (oint- 
ment containing cetyl alcohol-coal tar distillate, 
near colloidal sulfur, and salicylic acid), Vioform 
(iodochlorhydroxyquin), etc., the following emul- 
sion was prescribed : 


Zine oxide 6 gm. 


Glycerin 10 gm. 
olive oil 


Calcium hydroxide solution 44 q. s. ad 120.0 
Sig.: Apply 3 times daily 

With this preparation there was considerable clear- 
ing of the skin and scalp in a matter of 48 hours. 
The patient was discharged on Jan. 28, with absence 
of skin manifestations, stools of normal character, 
and the anemia markedly improved. Since discharge 
there were periodic observations of the child over 
a six-month period. There have been no recurrences 
of either the skin eruption or the diarrhea, and the 
blood cell count has remained normal. There are 
no residual abnormalities noted from this disease 
process. The child is a growing normal infant. 


Fig. 2 (Case 3).—Profuse scaling. Absence of 
lesions in buttock area and over flexural surfaces. 
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Case 2.—K. H., a 7-week-old girl, was admitted 
to the hospital on Jan. 8, 1954, with a history of a 
skin condition of seven days’ duration. The infant, 
born in the American Air Force Hospital, Wies- 
baden, Germany, was well until she developed an 
erythematous maculopapular eruption on her neck, 
which became generalized in 24 hours. In another 
three days, profuse scaling at sites of involvement 
developed. No associated pruritus was noted. Family 
history was negative for allergies or other con- 
tributory illness. However, the mother had ex- 
perienced severe seborrheic dermatitis of the scalp 
for many years. The parents were Americans, living 
in a German residence. 

The diet had consisted of the routine formula 
feeding of evaporated milk (Carnation) and water, 
Dextri-Maltose, and a vitamin supplement. 

Physical examination at admission revealed tem- 
perature 100.2 F; weight 8 lb. 12 oz. (3,969 gm.). 
Examination was negative except for the dermatosis, 
which presented all the features of Case 1, except 
that. the erythroderma desquamativum was of a dry, 
branny type. 

Laboratory Data—Normal except for RBC 2,- 
990,000; hemoglobin 10.8 gm. per 100 cc. Culture 
of skin for bacteria showed no preponderant organ- 
ism. Throat culture revealed an alpha-hemolytic 
Streptococeus; culture of nose, Staphylococcus 
albus. 

Hospital Course.—Despite prophylactic measures 
of antibiotics, skimmed milk formula feedings, and 
intravenous whole blood transfusions, the patient 
developed gastrointestinal symptoms of marked 
severity on the third hospital day. The diarrhea was 
characterized by frequent, loose, watery, yellowish 
to green, foul-smelling stools. These symptoms 
slowly subsided after another week when strained 
carrots and mashed bananas were added to the diet. 
The skin eruption responded immediately to the 
emulsion used in Case 1. 

Case 3.—A. W., a 49-day-old boy, was admitted 
on Jan. 25, 1954, with a generalized erythemato- 
squamous skin eruption of seven days’ duration. 
The physical findings and history were similar to 
those of Cases 1 and 2, and, during the hospital 
course, similar symptoms of a severe protracted 
diarrhea developed (Fig. 2). 


A hemogram revealed 2,920,000 RBC, and hemo- 
globin 9.2 mg. per 100 cc. on the fifth hospital day. 
The patient responded well to measures used in the 
other cases. 

Case 4.—A. J., a 40-day-old girl, was admitted on 
Feb. 21, 1954, with a history of generalized ery- 
thematous scaling skin eruption of four weeks’ 
duration. There were no preceding illnesses, and the 
neonatal period was normal until onset of present 
illness. The skin eruption began as a reddish scaling 














ERYTHRODERMA DESQUAMATIVUM 


seborrheic process in the scalp, with rapid general- 
ization in a matter of three days. 

Physical examination was negative except for the 
skin lesions. The patient likewise developed severe 
diarrhea and demonstrated a rather marked second- 
ary anemia. The skin eruption responded to the 
emulsion. Intravenous whole blood transfusions cor- 
rected the anemia, and the diarrhea subsided when 
intramuscular streptomycin was given and a diet of 
mashed potatoes and strained carrots was added to 
the normal bottle feedings. 


DIAGNOSIS 


After observing the above four cases of 
erythroderma desquamativum and reviewing 
the literature, I find that the following are 
features of this syndrome: 


1. Age of onset: Four to seven weeks in a previ- 
ously healthy infant. 

2. Character of onset: Sudden, with a generalized 
maculopapular erythroderma unaccompanied by 
vesiculation or pustule formation. 


3. Type of eruption: The erythrodermatous phase 
is soon followed by universal exfoliation. The 
amount and character of scaling vary from pro- 
fuse scales of a large lamellated greasy variety 
to a dry, branny type. Seborrhea with yellowish 
greasy scale formation of the scalp is a constant 


finding. Scaling is much less pronounced over the 
flexor and intertriginous surfaces. 


4. Cutaneous symptoms: Absence of pruritus. 


. Associated systemic findings: Minimal lymphad- 
enopathy; no other associated systemic symp- 
toms at onset. Subsequent development of gastro- 
intestinal symptoms chiefly marked by a pro- 
tracted severe diarrhea. These abnormalities are 
resistant to ordinary therapeutic measures. 


6. Laboratory findings: Normal except for mild to 


severe secondary anemia which is responsive only 
to intravenous whole blood. This finding is noted 
prior to onset of gastrointestinal symptoms. 


7. Diet: In the cases observed, diet had been nu- 


tritious, with vitamin supplement utilized. Infants 
need not necessarily be breast-fed. Original re- 
ports arrived at that conclusion erroneously, 
probably owing to almost exclusive breast feeding 
in that era. 

. Therapeutic management: Antibiotics to prevent 
intercurrent infection; intravenous whole-blood 
transfusions for correction of the anemia, and 
topical application of a zinc oxide emulsion (pH 
7.0) to control skin eruption. 

. Prognosis: Excellent, if intercurrent infection is 
prevented. Condition usually clears in three to 
four weeks and does not recur. Prior to the 
usage of antibiotics and whole-blood transfusions 








Classification of Primary Exfoliative Dermatitis in Infants 





Erythroderma Erythroderma 
Ichthyosiforme Desquamativum 
Congenitum (Leiner) 
Cutaneous Erythroderma; Erythroderma; 
lesions thickening; scal- profuse lamel- 


ing resembling 
ichthyosis; flex- 
ors involved 


lated sealing; 
seborrheic der- 
matitis scalp; 
no vesiculation 


Age at onset Birth 4 to 10 wk. 
Itching Mild Absent 
Etiologie Congenital Seborrheic 
mechanism dermatitis? 
Eosinophilia Absent Absent 
Skin tests Negative Negative 
Atopic history Negative Negative 
Family history Hereditary Negative 
predisposition 
ace ek en eee Breast or arti- 
ficial feeding 
Gastrointestinal Negative Almost always; 
symptoms subsequent to 
skin eruption 
Anemia Absent Secondary 
anemia 
Recurrence Persistent Absent 
Duration Persistent 6 wk. to sev- 
eral mo. 
Geographical Ubiquitous Common in 
distribution Europe, rare 
in America 


Dermatitis 
Exfoliativa Dermatitis 
Neonatorum Exfoliativa 
(Ritter’s Dis- Epidemica 
Atopic ease; Pemphigus (Savill’s 
Erythroderma Neonatorum) Disease) 
Similar to Erythroderma; Moist eczeniatoid 
erythroderma sealing, vesicles, eruption to papu- 


desquamativum; 


vesiculation and 
other eczematoid 
features may 
occur; sealing 

is less 


8 to 12 wk. 
Severe 
Atopy 


Present—may 
be marked 


Positive 


Markedly 
positive 


Atopic history 


Artificial 
feeding 


Absent or rare 


Absent 


Recurrent 
Months to 
years 

Fairly common 
in America 


bullae, pustules; 
fissuring and 
erust formation 
at mucous out- 
lets 


6 days to 5 wk. 
Mild 


Bacterial infec- 
tion—S. albus 


Absent 


Negative 
Negative 


Negative 


lar lesions, fol- 
licular in type; 
face and upper 
extremities 

chiefly involved 


Variable 
Moderate 
Infectious 
epidemic? 
Absent 


Negative 
Negative 


Unknown 


Constitutional symptoms secondary 


to toxicity 


Absent 
5 to 10 days 


Ubiquitous 


Absent 
8 wk. 


Predominantly 
British Isles 
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A. M. A. ARCHIVES OF DERMATOLOGY 


the mortality rate was significant. Deaths from 
this condition should be rare today. 


DIFFERENTIAL DIAGNOSIS 


Primary exfoliative dermatitis in infants 
may be of several types. A practical table 
of differential diagnosis is presented, modi- 
fied from Hill’s classification.® 

Atopic erythroderma most closely resem- 
bles erythroderma desquamativum, but other 
features are distinctly different as noted in 
the table of differential diagnosis. Absence of 
pruritus, development of secondary anemia, 
gastrointestinal pathology, negative atopic 
history, and negative reactions to skin test- 
ing are characteristics of erythroderma des- 
quamativum. These findings are in con- 
tradistinction to those noted in atopic eryth- 
roderma. The latter disease is really a severe 
form of atopic dermatitis. 


SUMMARY AND CONCLUSIONS 


Four cases of exfoliative dermatitis in 
infants are presented which show the char- 
acteristic features of erythroderma desquama- 
tivum as originally described by Leiner. 

The skin features are only part of a syn- 
drome which should also include protracted 
diarrhea and moderate secondary anemia. 

The erroneous concept that the condition 
is a universal dermatitis of breast-fed infants 
has been clarified, as all of the patients I 
observed were bottle-fed. 
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A table of differential diagnosis between 
this condition and other causes of exfolia- 
tive dermatitis in infants is presented. 

The response of the condition to antibi- 
otics, intravenous whole-blood transfusions, 
and a zinc-oxide emulsion was excellent. 

This syndrome is quite common in Europe 
and will occur in Americans living in this 
environment. New etiologic considerations 
have not been reported. 


Col. Robert Lyons, United States Air Force, 
Medical Corps, and Clinton W. Lane, M.D., St. 
Louis, furnished helpful suggestions. 


615 Medical Arts Building. 
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Jamibal Pigmentation 
Dystrophy of the Vails 


‘Report of Three Cases 


DABNEY MOON-ADAMS, M.D. 
and 
MEYER H. SLATKIN, M.D., New York 


ONUAUUUTTU 


Increased pigmentation of the skin due 
to melanin occurs in many unrelated condi- 
tions and is produced by a variety of causes. 
It is usually possible to differentiate between 
types of pigmentation and to classify them 
as entities resulting from local or systemic 
causes. Congenital and progressive pigmen- 
tation is seldom described. Because of its 
rarity such a condition associated with dys- 
trophy of the nails and slight atrophy of the 
skin in two sisters and a cousin is reported. 


REPORT OF CASES 


Case 1.—K. K., a 29-year-old housewife, the 
eldest of four children, was born in the United 
States of Greek parents. Her mother, who died of 
septicemia at 47 years of age, had normal brunette 
coloring. Her father, aged 65, has blue eyes and fair 
skin. A sister, aged 28, has melanoderma, described 
in Case 2. A second sister, aged 22, has normal 
brunette coloring, and a brother, aged 20, who has 
been heriplegic since birth, has blond coloring. Her 
father denied parental consanguinity and stated 
that her mother had had no infectious diseases and 


with 


had taken no medication during pregnancy. A 
brownish discoloration of the patient’s neck and 
trunk was present at birth and increased slightly 
during childhood. At about 17 years of age a rapid 
deepening of pigmentation and involvement of new 
areas of skin occurred. The extension to previously 
uninvolved areas was not preceded by erythema, 
dermatitis, or pruritus, and was not related to ex- 
posure to sunlight. Exposure to sunlight caused 
moderate tanning of the unpigmented areas of skin, 
which cleared during the winter. Sweating was 
normal. No history of medication or contact with 
irritants could be elicited. The patient’s health has 
been good. Her only illnesses were pneumonia at 
5 years of age and scarlet fever at 6 years of age. 
Menarche occurred at the age of 12 and menstrua- 
tion has been normal. She married at 25 years of 
age and has a son aged 2% years, who has blond 
hair, blue eyes and fair skin, and a daughter aged 
3 months, of normal brunette coloring. At the age 
of 26 pinpoint- to pinhead-sized areas of depigmenta- 
tion developed on the sides of the neck, and they 
have increased in size and number to involve the 
shoulders, anterior chest, and breasts. 

Examination revealed a slender, well-developed, 
intelligent young woman with graying hair and 
brown eyes. The skin of the face was brunette in 
type with irregularly shaped areas of dark-brown 
pigmentation on the cheeks and a blackish-brown 
pigmentation in the perioral region, on the eyelids, 
and over the periorbital areas. The scalp was almost 
completely involved with a reticulate blackish pig- 
mentation. No scaling or erythema was present. 
Areas of gray hair were unrelated to the pigmented 
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Pedigree of family described; shaded symbols indicate members affected with pigmentation 


and dystrophy of nails. 
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Fig. 1 (Case 1).—Distribution of pigmenta- 
tion on trunk. 


areas of the scalp. The hair was normal in growth 
and texture. In the external ears several localized 
areas of black pigmentation were present, some ex- 
tending to the orifice of the external meatus. The 
labial and buccal mucosa presented multiple, dis- 
crete areas of blackish-gray pigmentation from 3 to 
10 mm, in diameter. The dorsum of the tongue was 
involved with similar pigmentation covering most of 
its surface in a roughly linear distribution. There 
were no areas of erosion or leucoplakia on the 
tongue or oral-mucosa. The teeth were well formed 
and not carious. 

The entire neck and trunk presented a symmetric 
brown, reticular pigmentation. The skin was normal 
in texture. The color was most marked on the 
sides of the neck, in the axillae, the groins, over the 
buttocks and lumbar region. Brownish-black pig- 


Fig. 2 (Case 1).—Pigmentation and guttate areas 
of depigmentation. 


Fig. 3 (Case 1).—Dystrophy of fingernails and 
reticulate pigmentation of palms and dorsa of fin- 
gers. 


mentation involved the entire waistline. The nip- 
ples, areolae, gluteal folds, perianal region and vulva 
were black. The color was most striking on the 
labia minora and extended to the introitus. Punctate 
areas of depigmentation from 1 to 5 mm. in di- 
ameter were present on the sides of the neck, shoul- 
ders, anterior chest, and breasts. The larger of 
these areas appeared slightly atrophic. 


On the upper extremities the skin of the arms 
and forearms was a normal dark brunette, but the 
antecubital fossae, the palms, dorsa of the hands, 
the fingers and interdigital spaces were involved 
with dark-brown, reticular pigmentation. On the 
lower extremities the anterior and lateral aspects 
of the thighs were slightly pigmented, while the skin 
of the posterior thighs was blackish brown. The 
popliteal spaces, the dorsa, soles, and sides of the 
feet presented dark-brown, reticular pigmentation. 
The finger and toe nails were thin, brittle, longi- 
tudinally furrowed and atrophic. The free edges of 
the nails were broken and frayed, and the bases ap- 
peared to merge into the paronychia without the 
normal line of demarcation. 

Physical examination revealed no abnormal find- 
ing other than pigmentation of the skin and mucous 
membranes, slightly atrophic areas of depigmenta- 
tion, and dystrophy of the nails. Blood pressure was 
120/80. Examination of the eves was reported nor- 
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FAMILIAL PIGMENTATION 


mal except for excessive pigmentation of tie eye- 
lids. Ophthalmic examination revealed normal 
hyperopic fundi of only average brunette pigmenta- 
tion. X-ray of the chest was normal. Ear, nose, and 
throat examination was normal. Gynecological ex- 
amination showed the cervix to be small and hypo- 
plastic with the os closed and clear; the fundus of 
the uterus pushed to the right; the adnexa clear. 
Gastrointestinal x-ray examination for polyposis 
revealed the esophagus to be normal. The stomach 
was median in position, freely movable, with normal 
tone, peristalsis, and emptying. The gastric outline 
was regular and the walls flexible. The mucosal 
folds did not appear unusual. The pylorus was reg- 
ular. The duodenal bulb was regular in outline and 
freely flexible. The second and third portions of the 
duodenum were not remarkable. At 24 hours prac- 
tically the entire large intestine was outlined by 
barium. No abnormality was noted. 


Laboratory examination gave the following re- 
sults: hemoglobin (Klett) 13.5 gm. per 100 cc.; 
complete blood count within normal limits ; erythro- 
cyte sedimentation rate 15; Mazzini test negative. 
Urine analysis was negative for albumin and glu- 
cose; no melanin or hemogentisic acid was present ; 
70y of coproporphyrin were found in a 24-hour 
specimen. Spectrographic examination of the skin 
for arsenic was negative. Blood arsenic determina- 
tion showed 0.016 mg. of arsenic per 100 gm. Skin 
test to ultraviolet radiation showed no hypersensi- 
tivity. Scrapings from the nails were negative for 
fungus. 

Pathological examination of a section of pig- 
mented skin was reported as follows: Sections of 
cutaneous tissue reveal a mild, compact, relative 
and absolute hyperkeratosis and slight acanthosis. 
The hyperkeratosis is accentuated around the fol- 
licles. The granular layer is well preserved. The 
Malpighian layer is also increased somewhat in 
width and exhibits thin, elongated rete pegs. The 
basal layer is well preserved. Throughout the basal 
and Malpighian layers there is a marked increase 
in pigment. Numerous clear cells are visible within 
the basal layer, and there is an increase in intra- 
cellular pigment granules in the adjacent and over- 
lying cells. In the papillary layer of the cutis there 
are numerous heavily pigmented chromatophores. 
Around some of the small vessels of this layer may 
be seen small focal collections of lymphocytes, and 
in several areas large cells loaded with melanin 
pigment granules are seen in close juxtaposition to 
small vessels. The remainder of the cutis is normal. 
These sections reveal no evidence of hemosiderin. 
Prussian blue reaction did not take place. Diag- 
nosis: Melanoderma. 


Case 2.—G. V., the 28-year-old unmarried sister 


of Case 1, had a brownish pigmentation of the neck 
and trunk at birth. During childhood pigmentation 


developed on the palms and lateral aspects of the 
fingers, and the finger and toe nails became thin, 
brittle, and longitudinally furrowed. At 17 years 
of age a rapid deepening of pigmentation and in- 
volvement of new areas of skin occurred. There 
was no history of medication or contact with ir- 
ritants. No erythema, dermatitis, or pruritus pre- 
ceded the pigmentation of new areas, and the in- 
crease of pigmentation was unrelated to exposure 
to sunlight. Sweating was normal. At 22 years of 
age pinpoint- to pinhead-sized areas of depigmenta- 
tion developed in the most deeply pigmented skin of 
the neck and shoulders, and they have gradually in- 





Fig. 4 (Case 2). —Pigmentation-with guttate de- 
pigmentation of anterior chest and breasts and deep 
pigmentation of trunk. 


creased in number and size. The patient’s health 
during childhood and early adolescence was good. 
Menarche occurred at the age of 11 and menstrua- 
tion has been normal. At 18 years of age she de- 
veloped multiple sclerosis with unsteady gait, 
diplopia, weakness, and urinary and fecal incon- 
tinence. At 27 years of age she underwent an ap- 
pendectomy for abdominal pain most marked in the 
right lower quadrant. The operation revealed no 
explanation for the symptoms. The ileum and its 
mesentery were examined and no pathology en- 
countered except for a few avascular adhesions. 
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Fig. 5 (Case 1).—A, showing clear cells in the 
basal layer and increased pigmentation in the basal 
and Malpighian layer. B, showing numerous pig- 
mented chromatophores and focal collections of 
lymphocytes and larger cells loaded with melanin 
pigment around small vessels. 


Fig. 6 (Case 2) —A, showing increase in keratin 
and heavy pigmentation of the basal layer. B, show- 
ing pigmented chromatophores in the papillary por- 
tion of the cutis and perivascular infiltration. 





Examination revealed a slender, well-developed 
young womar. confined to a wheel chair. The skin 
was brunette in type and normal in texture. Ir- 
regular areas of dark brown pigmentation from 3.0 
to 6.0 cm. in diameter were present on the cheeks, 
perioral region, and forehead. The scalp presented 
areas of blackish reticular pigmentation. Her hair, 
a dark brown, was normal in growth and texture. 
The oral mucosa was normal. The teeth were well 
formed and not carious. The neck and shoulders 
were involved with a dark brown reticulate sym- 
metric pigmentation. Punctate, depigmented, slightly 
atrophic areas, pinpoint to pinhead in size, were 
present on the sides of the neck and shoulders. A 
chocolate brown, reticulate pigmentation extended 
symmetrically over the entire trunk and was most 
marked on the abdomen, inframammary regions and 
breasts. The areolae were black. The groin was 
deeply pigmented and-the external genitalia and 
gluteal fold were moderately pigmented. The skin 
of the arms, forearms, mid-thighs, and legs was of 
normal dark brunette coloring with deep pigmenta- 
tion of the antecubital fossae and popliteal spaces. 
The fingers presented a reticular brown pigmenta- 
tion most marked on the distal phalanges. The 
palms, soles, and dorsa of the feet were slightly 
pigmented. The fingernails were thin, brittle and 
longitudinally grooved. The toenails were more 
severely involved and identical with the nails of 
Case 1. 


Physical examination revealed extreme weakness ; 
ataxic, spastic gait; nystagmus; marked unsteadi- 
ness in Romberg test; past ‘pointing, stocking type 
of sensory loss over left leg, and absence of vibra- 
tion over both legs. Examination of the ears, nose, 
and throat revealed no abnormal findings. Examina- 
tion of the eyes showed normal visual fields; the 
pupils were equal, reacted to light, and accommoda- 
tion and the fundi were normal, X-ray examination 
of the chest was normal. X-ray examination of the 
spine was normal except for slight loss of cervical 
lordosis. X-ray examination of the gastrointestinal 
tract was normal. Gynecological examination 
showed normal external genitalia and normal cervix. 
Psychometric examination revealed average intel- 
ligence and no abnormal trends. 


Laboratory examination gave the following re- 
sults: hemoglobin (Klett) 16.5 gm. per 100 cc.; 
complete blood count within normal limits ; erythro- 
cyte sedimentation rate 5; Mazzini test negative; 
spinal fluid examination normal. Urine analysis was 
negative for albumin and glucose; no melanin or 
homogentisic acid was present; 18 y of copro- 
porphyrin was present in a 630 cc. specimen of 
urine. Spectrographic examination of the skin for 
arsenic was negative. Blood arsenic determination 
showed 0.009 mg. of arsenic per 100 gm. Skin tests 
to ultraviolet radiation showed no hypersensitivity. 








“FAMILIAL PIGMENTATION 


A pathological examination of a section of pig- 
mented skin was reported as follows: Sections of 
skin revealed an epidermis which may be regarded 
as slightly atrophic in some areas. The keratin 
layer is increased, especially around the follicles, 
where compact keratotic plugs can be seen. Smaller 
keratotic plugs may also be seen on the surface ap- 
parently independent of the follicles. The granular 
layer is normal. The Malpighian layer is reduced in 
thickness, but the rete pegs are prominent. The 
basal layer is well maintained and heavily pig- 
mented. The papillary portion of the cutis contains 
numerous large, heavily pigmented chromatophores. 
The cutis is otherwise normal except for a slight 
perivascular lymphocytic infiltration in its upper 
one-third. Diagnosis : Melanoderma. 


Case 3—D. C., a 15-year-old school girl, the 
granddaughter of the paternal uncle of Cases 1 and 
2, is the eldest of four children born in the United 
States of Greek ancestry. Both parents, her two 
sisters, aged 12 and 5 years, and her brother, aged 
9 months, have normal brunette coloring. The pa- 
tient was a well-developed, healthy infant, and her 
skin was normal until the age of 7 months, when 
a blackish pigmentation developed on the sides of 
the neck and spread over the entire neck and shoul- 
ders. New areas of pigmentation developed on the 
trunk, axillae, groin, and extremities until the age 
of 5 years, when the condition became relatively 
stationary. Sweating was normal. The patient had 
had no illnesses and received no medication during 
this period, nor. was she exposed to chemical irri- 
tants. The development of new areas of pigmentation 
was not preceded by erythema, dermatitis, or pru- 
ritus and was not increased by exposure to sunlight. 
At 11 years of age she developed a heart murmur 
which was diagnosed as rheumatic fever and treated 
with bed rest for six weeks. The symptoms have 
not recurred, and the patient’s health otherwise has 
been good. Menarche occurred at 11 years and 
menstruation has been normal. 


Examination revealed a well-developed, robust, 
intelligent girl of medium brunette coloring with 
light-brown eyes and dark-brown hair. The scalp, 
ears, and the mucous membrane of the mouth were 
free of pigmentation. The hair was thick and of 
normal texture. The teeth were well formed and 
not carious. The skin of the face was normal bru- 
nette in type with blackish pigmentation of the eye- 
lids, most marked at the margins. The entire neck 
was involved with a blackish-brown pigmentation 
which extended symmetrically over the chest and 
upper arms in a mottled reticulate pattern. There 
was a wide band of deep pigmentation at the waist- 
line. The axillae were similarly pigmented and the 
areolae almost black: The inguinal regions were in- 
volved with a blackish pigmentation which ex- 
tended over the inner aspect of the upper thighs. 
The gluteal fold and the labia majora were black. 


The labia minora were not involved. The popliteal 
and antecubital fossae were deeply pigmented. Re- 
ticulate brownish pigmentation was present on the 
dorsa of the feet and the dorsal aspect of the fin- 
gers. No areas of depigmentation were present. The 
nails were thin, brittle, and moderately atrophic. 

Physical examination was normal except for pig- 
mentation of the skin. 

Laboratory examination gave the following re- 
sults: hemoglobin (Klett) 15.1 gm. per 100 cc.; 
complete blood count within normal limits ; erythro- 
cyte sedimentation rate 12; urinalysis was nega- 
tive for albumin and glucose; scrapings from the 
nails were negative for fungus. 

Pathological examination of a section of the pig- 
mented skin of the groin was reported as follows: 
Sections of a specimen of skin which was removed 
from the inguinal region revealed a somewhat papil- 
lomatous proliferation of epidermis.- Portions of the 
epidermis are thin, but there is indication of focal 
acanthosis. A slight hyperkeratosis is noted. The 
most striking feature, however, is the conspicuous 
collection of chromatophores in the subepidermal 
strata. Diagnosis: Melanoderma. 


DIFFERENTIAL DIAGNOSIS 


Cutaneous melanosis occurs as a clinical 
finding in some cases of several systemic 
conditions. In Cases 1 and 3 physical and 
laboratory examination revealed no evidence 
of a systemic disorder to account for the 
pigmentation of the skin and mucous mem- 
brane. Multiple sclerosis, present in Case 
2, is not characterized by pigmentation, and 
the onset of melanosis preceded the develop- 
ment of multiple sclerosis by 17 years. Dis- 
orders of the endocrine glands or female 
generative organs which may produce lo- 
calized or diffuse melanosis were not sug- 
gested by the patients’ histories and no evi- 
dence of such disorders was found on physi- 
cal examinations. The congenital nature of 
the pigmentation in Cases 1 and 2 rules out 
such external causes as heat, friction, or 
photosensitizing agents. The pigmentation 
at the waistline in Case 3 coincided approxi- 
mately with the pressure of clothing, but in 
all three cases the deepest pigmentation oc- 
curred in areas not subject to friction. The 
unpigmented areas of skin tanned on ex- 
posure to sunlight, but the pigmented areas 
were not darkened. The most deeply pig- 
mented areas were on the least exposed parts 
of the body. There was no history of radio- 
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therapy or exposure to chemical irritants. 
The patients and their parents denied that 
erythema, dermatitis, or pruritus preceded 
the development of pigmentation, and during 
the period of our observation none has oc- 
curred. No history was obtained of the in- 
gestion of arsenic or the parenteral adminis- 
tration of arsenic, gold, or silver preparations. 

The findings in these cases do not con- 
form to congenital poikiloderma described 
by Thompson. In Thompson’s cases tel- 
angiectases developed in infancy and were 
followed by pigmentation with atrophy on 
areas subject to trauma. They cannot be 
allied to poikiloderma of Civatte which oc- 
curs in women of middle age and is char- 
acterized by small areas of pigmentation 
and atrophy involving the face, neck, and 
upper chest; nor to poikiloderma of Jacobi 
which also develops in middle age, is usually 
pruritic at onset, and characterized by lichen- 
oid papules or erythematous plaques which 
undergo changes leading to reticulate tel- 
angiectases, pigmentation, and atrophy. The 
symmetric distribution of pigmentation rules 
out incontinentia pigmenti. 


REVIEW OF LITERATURE 


A review of the literature yielded few 
cases in which the findings closely resembled 
those of the three cases here reported. 

Wende * reported two cases of generalized 
pigmentation occurring in a sister aged 9 
years and a brother aged 1 year. In the older 
child a brownish discoloration of the scalp 
developed at one year of age and spread 
over the face, neck, and trunk to involve the 
entire body. The color of the skin varied 
from blond, yellow-bronze to Negro black. 
The color of the hair varied in different 
areas of the scalp from dark to light brown. 
The mucous membrane of the mouth was 
normal. Sections taken for biopsy showed 
many abnormal pigmented cells in the Mal- 
pighian layer, with the basal layer disor- 
ganized and heavily pigmented. The most 
marked changes occurred in the corium, 
consisting of multiple pigmented cells and 
hyaline degeneration of connective tissue. 
The younger chiid developed pigmentation 
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of the scalp at 11 months of age, which spread 
to his face, neck, upper extremities, and 
trunk within two months. His hair was blond 
and uniform in color. Sections of a pigmented 
area for biopsy revealed the same patho- 
logical changes found in the skin of his 
sister. Progressive fading of pigmentation 
began in the older child at 5 years of age, 
and many areas of skin were completely 
clear at the age of 9 years. Wende considered 
the: condition congenital and believed that it 
was an abnormal physiologic rather than a 
pathologic disturbance. 


In Wende’s cases the unusual phenomenon 
was reported of a variation of pigmentation 
on exposure to light. The more intense the 
light and the longer the exposure the lighter 
the pigmentation of the subject’s skin be- 
came. The change was observed under sun- 
light and artificial light. Similar tests were 
carried out on our patients without eliciting 
this phenomenon. 

Two cases of reticular pigmentation and 
atrophy of the skin occurring in brothers 
were studied by Martin Engman? and M. 
F. Engman Jr.® In both cases leucoplakia and 
ulcerations of the tongue, which developed 
in the older brother at 9 years of age and 
in the younger at 7 years of age, preceded 
the pigmentation of the skin, which appeared 
in early puberty and which was described as 
of gunmetal tint over the body and suggestive 
of xeroderma pigmentosum on the face. The 
nails were dystrophic, the teeth markedly 
carious, and the skin of the hands resembled 
acrodermatitis chronica atrophicans. Biopsy 
sections showed thinning of the epidermis 
without marked pigmentation of the basal 
layer. The upper cutis showed large ciumps 
of pigment unrelated to the skin structure, 
atrophy of the sweat glands, and hypertro- 
phy of the fibrous elements. 

In discussion of the case of the elder of 
these two brothers when presented at the 
Chicago Dermatological Society, Pusey * 
stated that he had observed for several years 
a patient who had pigmentation of the neck 
with punctate white mottling which, in his 





* Pusey, W. A.. in discussion on Engman.? 
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opinion, was of prenatal origin. The skin 
pathology was not reported. 

Cole * reported the case of a 20-year-old 
man who presented pigmentation of the neck 
and anterior chest, acrocyanosis of the hands 
and feet, hyperidrosis of the palms and soles, 
bullae on the heels, dystrophy of the nails, 
and a leucoplakic-like eruption of the tongue 
and hard palate. The nail changes and pig- 
mentation of the neck had been present as 
long as the patient could remember. The 
pigmented areas were light reddish brown 
in color and presented pinhead-sized smooth 
papules in linear rows. Sections for biopsy 
showed thinning of the epidermis, edema of 
the tissue of the papillae extending into the 
corium with large clumps of pigment cells 
scattered in the upper corium around the 
vessels and the hair papillae. Cole believed 
that there was a sufficient similarity of find- 
ings in his case and that of the elder of the 
brothers studied by Engman® to classify 
them under the same congenital anomaly 
which he designated dyskeratosis congenita 
with pigmentation, dystrophia unguis, and 
leucokeratosis oris. He allied the condition 
to pachyonychia congenita. 

Garb® reported two cases of dyskeratosis 
congenita with pigmentation, dystrophia un- 
guis, and leucokeratosis oris occurring in 
brothers who developed oral ulcerations in 
childhood and areas of pigmentation and 
depigmentation on the face, back, and neck 
in adolescence. Garb’s cases also presented 
marked dystrophy of the toenails, dental 
caries, extensive leucoplakia of the oral 
mucosa, hyperidrosis of the hands and feet, 
with skin changes suggestive of acroderma- 
titis chronica atrophicans. Sections of one 
biopsy specimen from a pigmented area of 
skin were diagnosed as consistent with 
poikiloderma, while a second showed thin- 
ning of the epidermis, the basal layer difficult 
to determine, with some brownish pigmenta- 
tion in the lower portion of the epidermis. 

Becker ® reported three cases of pigmen- 
tary dermatosis occurring in sisters of middle 
age, two of whom were twins. The pigmenta- 
tion, which involved the chin, neck, and 
arms, had been present as long as_ the pa- 


tients could remember. Their father and a 
paternal aunt were said to have had a similar 
condition. The lesions were described as 
dark-brown macules which in some areas 
became confluent to form a pigmented net- 
work. Biopsy showed the stratum mucosum 
to be aplastic or atrophic and varied in thick- 
ness. Normal papillae were for the most part 
absent, and the rete processes extended irreg- 
ularly into the cutis. There was little tend- 
ency to palisade arrangement of the basal 
cells. Pigment was located almost exclusively 
in the basal portion of the epidermis, espe- 
cially at the proximal ends of the rete pro- 
cesses. 

A case of generalized macular pigmenta- 
tion of one year’s duration in a boy of 6 
years was presented by Oakley’ at the 
British Dermatological Society. The condi- 
tion was described as ill-defined brownish 
pigmented macules in the axillary folds, neck, 
thighs, and trunk. The face, hands, and feet 
were clear, and the fundi were normal. Patho- 
logical examination revealed the epidermis 
intact and the component layers normal in 
proportion. The rete Malpighii was moder- 
ately pigmented, and the upper half of the 
corium was heavily pigmented. 


- COMMENT 


In analyzing the findings of the reported 
cases for comparison with those of our pa- 
tients, Pusey’s case was omitted as the data 
were too incomplete for discussion. Wende’s 
two cases, in which pigmentation of the skin 
developed at 1 year of age and in the elder 
child showed progressive clearing at 5 years 
of age, are also omitted as not comparable. 
The remaining nine cases include six males 
and three females. Of the six males five had, 
in addition to pigmentation of the skin and 
dystrophy of the nails, leucoplakia and/or 
ulcerations of the oral mucosa: four had 
skin changes on the hands resembling acro- 
dermatitis chronica atrophicans; one had 


acrocyanosis of the hands and feet and bullous 


lesions on the feet, and three had marked 
dental caries. In three female cases pigmenta- 
tion of the neck, chin, and arms was the 
only abnormal manifestation. Seven of the 
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nine cases had one or two siblings who pre- 
sented similar or identical findings. In every 
case similarly affected siblings were of the 
same sex. 

The findings in the three female cases here 
reported suggest a form of congenital anom- 
aly characterized by typical manifestations. 
It is probable that cases of a similar or allied 
anomaly may present all or some of the same 
manifestations plus additional findings. Such 
cases were described by Engman, Cole, and 
Garb, and were designated by Cole dyskera- 
tosis congenita with pigmentation, dystrophia 
unguis, and leucokeratosis. Cases presenting 
only one of these manifestations were de- 
scribed by Becker and designated a familial 
pigmentary anomaly. 


SUMMARY 


Three cases of familial pigmentation with 
dystrophy of the nails occurring in two sisters 
and a female cousin are reported. In the 
sisters pigmentation was congenital and in 
the cousin developed in infancy. Nail changes 
occurred in childhood and guttate areas of 
depigmentation with slight atrophy developed 
in the two adult cases. No other ectodermal 
defects were present. The findings are those 
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of a congenital anomaly allied to, or repre- 
senting an incomplete or abortive form of, 
dyskeratosis congenita with pigmentation, 
dystrophia unguis, and leucokeratosis. 


44 E. 67th St. (21). 
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Histologic Facheies 


GEORGE H. FINDLAY, M.D. 
and 
RICHARD B. STOUGHTON, M.D., Chicago. 


RAUL 


The histologic structure of keloid is gen- 
erally considered to be similar whether the 
keloid follows an injury or arises spontane- 
ously. Two cases are reported here in which 
the clinical appearances were those of keloid 
and no history of trauma could be obtained. 
The histologic features were quite unlike 
those of any condition familiar to us and were 
not reminiscent of keloid as it is normally 
understood. However, it appeared as if a 
subsidiary and variable feature of keloid 
structure had become so predominant as to 
alter the microscopic picture completely. 


REPORT OF CASES 


CasE 1.—W. T., a 56-year-old East Indian man, 
had been a resident of the United States since he 
was 26 years of age. His medical history was nega- 
tive, except for pulmonary tuberculosis, which had 
developed when he was 36 years old and had been 
inactive since the age of 45, 

The skin lesion in question had developed spon- 
taneously 12 years before as a small rubbery lump 
above the right nipple. The lesion had grown in 
size the first year and had remained stationary 
since then. It had been asymptomatic. 

The lesion was a firm, elevated, well-demarcated, 
slightly erythematous growth measuring 4.5 by 1.5 
cm. Its surface was smooth but irregular and 
presented a few dilated follicles out of which grew 
coarse black hairs. The only other skin lesion was 
a large hairy pigmented nevus over the right but- 
tock. No keloids were seen elsewhere. Vaccination 
and other wounds had healed with normal scar 
formation. 





From the Section of Dermatology, Department 
of Medicine, The University of Chicago. Dr. 
Findlay is Eli Lilly Medical Research Fellow 
(South Africa). 


Spontaneous _Kelboid wilh Unesuak 


Case 2.—K. R., a 79-year-old Negro woman, 
had first noted a small “bump” above the nipple 
11 years before. She denied previous injury at the 
site of the lesion, which had grown rapidly during 
the first year but had remained stationary since 
then. The only symptom was a mild pruritus. 

The lesion was intracutaneous, firm, elevated, and 
measured 8 by 5 cm. The overlying skin was rela- 
tively hyperpigmented, somewhat verrucous and 
hyperkeratotic, and presented a few dilated hair 
follicles which were devoid of hair. 

Microscopic Features——Since the changes seen in 
both cases were essentially similar, the descriptions 
will be combined. 

Figure 1 (Case 2) shows the general char- 
acteristics of the lesion. The tumor was confined 
to the middle and lower dermis, with a sharp, 
arched border under the papillary layer and a 
gradual fusion with normal dermis below. Incom- 
plete vertical partitions of collagen subdivided the 
mass. Grossly, the cut surface of the fresh specimen 
showed the abnormal areas to be more translucent 
than the surrounding normal -corium. 

The predominant change, seen in more detail in 
Figure 2, was an accumulation of extremely thick, 
deeply staining, moth-eaten, acellular masses of 
collagenous tissue anastomosing to form an irregu- 
larly shaped latticework. This cerebriform, lattice 
pattern was intersected by pale, cellular, relatively 
avascular spaces. The lower parts of the lesion 
(Fig. 1) contained small areas of typical keloid 
tissue, which consisted of delicate pale-staining 
collagen bundles with a regular and sometimes 
whorled arrangement and even scattering of fibro- 
blasts among the fiber bundles. 

The large collagen masses appeared in transverse 
section to be composed of a mosaic of smaller 
bundles in juxtaposition. These smaller bundles 


Fig. 1 (Case 2).—Lesion showing latticework 
pattern of heavy collagen deposits in mid-dermis. 
Mallory’s phosphotungstic acid-hematoxylin stain; 
reduced about 45% from mag. x 13. 







































Fig. 2 (Case 2).—Detail of dense collagen masses 
which comprise the substance of the lesion, Mal- 
lory’s phosphotungstic acid-hematoxylin stain; re- 
duced about 45% from mag. x 125. 













Fig. 3 (Case 1).—Fibroblasts in a space sur- 
rounded by abnormal collagen masses. A fibrillar 
network is seen, parts of which are black and 
coarse (reticulum) and the rest of which is gray 
and fine (fibrillar material of uncertain nature). 
Gomori’s reticulum impregnation counterstained 
with celestin blue; reduced about % from mag. 
x 1500. 


Fig. 4 (Case 3).—Elastic tissue stain (aldehyde- 
fuchsin) showing elastic fibers curled along the 
borders of the abnormal collagen masses. Reduced 
about 4% from mag. x 565. 
















were each of about the same diameter as those in the 
more typically keloid tissue, but there were by con- 
trast no fibroblasts between them. The collagen 
masses were much larger than normal collagen 
bundles in the skin. With eosin staining, they 
appeared structureless, hyalinized, and intensely 
eosinophilic. This appearance of hyalinization was 
illusory, since a fibrillar pattern was shown to be 
present with phase-contrast microscopy and Mal- 
lory’s phosphotungstic acid-hematoxylin © stain. 
Moreover, when a slice of the gross specimen 
was boiled in water, the abnormal tissue showed 
thermal swelling and increased translucency. After 
dehydration the collagen bundles shrank consider- 
ably. These changes were in keeping with the be- 
havior of normal collagen. Some of the large 
collagen masses were also birefringent, as is normal 
collagen, but none of the finer collagen bundles in 
the more typically keloid areas showed birefring- 
ence. 


Between the abnormal collagen masses were 
numerous fibroblasts and a few mast cells. The 
fibroblasts were associated with a fibrillar material 
which fused with the surfaces of the thick collagen 
masses, This is shown in Figure 3. The staining 
reactions of these fibrils were extremely variable. 
They stained best with aldehyde-fuchsin, which is 
among other things selective for elastic fibers 
(Gomori, 1950) and showed metachromasia with 
celestin blue, suggesting the presence of acidic 
(sulfate?) groups. Only parts of the fibril system 
were argyrophilic, as is reticulum. They stained 
irregularly with the periodie acid-Schiff procedure 
and very slightly with phosphotungstic acid-hema- 
toxylin, which usually reveals collagen and fibro- 
glia. 

The edges of the abnormal collagen masses were 
stained by aldehyde-fuchsin, and at the border of 
the lesion some typical elastic fibers were present 
(Fig. 4). 

No other significant abnormalities were found. 
Insoluble calcium, acid-fast material, and lipids 
(Sudan III and Sudan Black B on frozen sections) 
were absent. 


COMMENT 

The following points were considered to 
support the diagnosis of keloid: 

1. The clinical appearance of the lesions 
was that of keloid. 

2. The lesions were limited to the middle 
and lower corium. 

3. There was typical keloid tissue in parts 
of the lesion. 

4. It is known that thick, hyalinized, 
eosinophilic collagen bundles may occasion- 
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ally be found in keloids. In these instances, 
the bundles lie amidst the more delicate and 
typical keloid tissue (Woringer, 1936). 


5. These lesions were different, both clini- 
cally and histologically, from two conditions 
which may cause confusion, viz., connective 
tissue nevus (Lipschutz, 1922) and keloidal 
scleroderma (Korting, 1954). 

It was apparent in the material examined 
that with routine stains collagen bundles 
could give the appearance of hyalinization 
when in fact they had not become structurally 
homogenous or otherwise abnormal in their 
reactions. 

Attention was also directed to the fibro- 
blasts in the lesions, which appeared to be 
giving rise to fibrils rich in acid mucopoly- 
saccharides but which could not be identified 
as being exclusively collagen, reticulum, or 
elastic fibrils. It seemed most likely that these 
fibrils were related to the ground substance 
or to a fraction of it which became incor- 
porated into collagen or elastin. Some of 
these problems have been presented pre- 
viously (Findlay, 1954; Stoughton, 1955). 


SUMMARY 


Two cases of spontaneous keloid are pre- 
sented in which the lesion consisted almost 
entirely of very unusual dense hyperplastic 
collagen bundles. In addition, the application 
of several histochemical and fibril stains 
revealed changes in the interstitial material of 
the keloid which appeared: to be significant. 
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ADOLPH ROSTENBERG Jr., M.D., Chicago 


HNN 


Most dermatological textbooks do not 
mention sarcoidosis as a cause of patchy 
alopecia. Behrman’ and Savill? state that 
nodular sarcoidosis may affect the scalp, par- 
ticularly in women, and that the nodules tend 
to heal in the center, leaving depressed, 
cicatricial areas of baldness. 

We have recently observed three patients 
with patchy alopecia due to sarcoidosis. The 
diagnosis of sarcoidosis, in all the cases, was 
substantiated by clinical, immunological, 
laboratory, and histological examination. 


CAsE 1.—A 41-year-old Negro woman complained ~ 


of fatigue and migratory joint pains of one year’s 
duration. She was born in Mississippi and had lived 
there until eight years previously. 

Examination revealed nodular and annular cuta- 
neous lesions involving the right cheek and right 
frontal area of the forehead, with atrophic areas 
distributed over the scalp. (Fig. 1). There was 
generalized lymphadenopathy and _hepatospleno- 
megaly. 

Histological examination of a posterior cervical 
lymph node showed pathological findings consistent 
with the diagnosis of sarcoidosis. A roentgenogram 
of the lungs revealed accentuation of hilar mark- 
ings suggestive of lymphadenopathy. Roentgeno- 
grams of the hands and feet showed cyst-like areas 
present at the base of the middle phalanx of the 
right third finger and the head of the left fifth 
metatarsal. The patient presented a moderate ane- 
mia, for which a number of blood transfusions 
were given. Splenectomy was performed, and the 
histological picture of the spleen was typical for 
sarcoidosis. 





From the Department of Dermatology, Cook 
County Hospital and Northwestern University 
Medical School (Dr. Bluefarb), and from the De- 
partment of Dermatology, University of Illinois 
College of Medicine (Drs. Szymanski and Rosten- 
berg). ; 
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Figure 1 (Case 1) 


Biopsy of an atrophic scalp lesion was performed 
28 months after the first admission, and the histo- 
logical picture was described as follows: The epi- 
dermis is atrophied and is only four or five cells 
thick and-shows a loss of rete pegs. The upper half 
of the corium contains a dense granulomatous infil- 
trate pushing upward against the epidermis. Al- 
though quite compact, the granulomatous infiltrate 
is composed of units which are recognized as being 
tuberculoid in structure. These tubercles contain 
epithelioid cells and Langhans’. giant cells with a 
few lymphocytes within and around the cell mass. 
Caseation necrosis is not evident. The hair follicles 
and sweat ducts, within the granuloma, appear to be 
normal. There is no fibrosis of the tubercles. 


This patient presented several unusual 
manifestations of sarcoidosis: patchy alo- 
pecia, hypersplenism with histological find- 
ings of sarcoidosis of the spleen, and annular 














UM 














JMI 


SARCOIDOSIS AS CAUSE OF ALOPECIA 


Figure 2 (Case 2) 


nodular cutaneous lesions, which are not too 
common in sarcoidosis. 


Case 2.—A 43-year-old Negro woman was born 
in Kentucky and lived there until she was 32 years 
of age. Four years previous to admission she de- 
veloped nodules on the face, which were followed 
by the appearance of similar nodules on the arms 
and other parts of the body, with a coincident loss 
of hair. 

On examination there were numerous cutaneous 
nodules on the face which were clinically suggestive 
of sarcoidosis. Lesions, consisting of large oval 
nodules and plaques having an atrophic center and 
a hyperpigmented border, were present on the arms. 
There was a diffuse alopecia of the scalp without 
active lesions, although evidence of former activity 
was apparent (Fig. 2). 

Ophthalmological examination disclosed a pannus 
of the left cornea and evidence of an old iritis. A 
roentgenogram of the chest revealed no abnormal- 
ity, while one of the hands showed numerous cystic 
areas compatible with the diagnosis of sarcoidosis. 


Immunologic Studies —There was a weak posi- 
tive reaction to 1:5000 dilution of trichophytin, a 
1:100 dilution of oidiomycin, and a 1:1000 dilution 
of old tuberculin (48-hour readings). 


Histological Studies—Examination of a cutane- 
ous nodule revealed localized collections of epitheli- 
oid cells in the corium. No areas of necrosis were 
found and few Langhans’ giant cells were present. 
The histological diagnosis was “granulomatous in- 
flammation of the skin, consistent with Boeck’s 
sarcoid.” 

Histological examination of an area of alopecia 
of the scalp revealed a marked thinning of the epi- 
dermis. Throughout the corium were discrete, well 
circumscribed tuberculoid masses consisting mainly 
of epithelioid cells, a few lymphocytes, and an oc- 
casional Langhans’ giant cell. There was no casea- 
tion necrosis. Some granulomatous groups consist- 
ing only of epithelioid cells were described as the 
“naked” tubercles of sarcoid. In other tubercles the 
epithelioid cells have been replaced by a dense fi- 
brotic connective tissue and a few fibrocytes. One 
end of the section shows a portion of a follicle con- 
taining a hair surrounded by dense fibrotic tissue 
containing numerous fibrocytes, giving the impres- 
sion that fibrocytes and fibrous tissue are compress- 
ing and smothering the hair follicle. Connecting the 
area of fibrosis and just beneath the follicle there 
are a group of epithelioid cells, indicating that a 
sarcoid tubercle was located perifollicularly. 

Histologic examination of a nodule of the right 
forearm revealed a normal epidermis. There are 
isolated granulomatous nests of epithelioid cells in 
the dermis around blood vessels, hair follicles, and 
sweat glands. There are a few lymphocytes and 
Langhans’ giant cells present as part of the sarcoid 
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Figure 3 (Case 3) 


tubercles. There is beginning fibrosis of some tu- 
bercles just beneath the epidermis, but the process 
is not as extensive as that noted in the scalp nodule. 


This patient also presented annular sar- 
coid lesions, as well as patchy alopecia due 
to sarcoidosis. It is our belief that the peri- 
follicular fibrosis, found histologically, was 
responsible for the alopecia. 


Case 3.—A 24-year-old Negro woman developed 
three cutaneous lesions on the face, which were 
diagnosed as sarcoidosis. Eight months later nu- 
merous lesions appeared on the face, ears, trunk, 
extremities, and scalp (Fig. 3). 

Her past and family history were not significant. 

Physical examination disclosed no abnormality 
other than the annular nodular cutaneous lesions and 
patchy alopecia of the scalp. 





Roentgenogram of the chest showed bilateral 
hilar enlargement compatible with sarcoidosis. The 
Mantoux test was negative to a 1:1000 dilution and 
a questionable positive to a 1:100 dilution. 


Histological examination of a scalp lesion re- 
vealed sarcoidosis. 


Patchy alopecia of the scalp, due to sar- 
coidosis was demonstrated histologically in 
this patient, who also had annular cutaneous 
lesions. 


SUMMARY AND CONCLUSIONS 


Three Negro women having sarcoidosis 
and patchy alopecia of the scalp are de- 
scribed. Histological examination of the 
scalp lesions revealed sarcoidosis in all the 
patients, 

It appears that when sarcoidosis produces 
alopecia, it does so because the sarcoidal in- 
filtrates compress and/or obliterate the hair 
follicles. Usually the alopecia is quite patchy, 
but occasionally, as in Case 2, it becomes 
diffuse. 

All three patients had the annular nodular 
type of cutaneous lesions. 

One patient (Case 1) had sarcoidosis of 
the spleen, manifested clinically as hyper- 
splenism, in addition to sarcoidosis of the 
skin. - 
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In 1845 Virchow was the first to describe 
under the term “Weisses Blut or Leukaemie” 
a syndrome characterized by splenomegaly 
and a considerable increase in the white 
blood corpuscles.* In 1891 Ehrlich was able 
to separate the myeloid proliferations from 
the lymphatic ones and gave a hematological 
basis to this differentiation.t The first cu- 
taneous manifestation of leukemia was re- 
corded by Biesiadecki in 1876.4 Later in 
1902, Audry suggested the term “leucé- 
mides” to describe the nonspecific cutaneous 
manifestations of leukemia.* 

Leukemia cutis of the lymphogenous vari- 
ety being much more frequent than the myel- 
ogenous one, it is not surprising to note that 
all of the first case reports were those of 
lymphogenous leukemia. The first cases of 
myelogenous cutaneous leukemia were re- 
ported by Hindenberg * and Hirschlaff § in 
1895, and in 1899 by Nekam.*® 


CLASSIFICATION 


The cutaneous manifestations of myelog- 
enous leukemia can be divided into two 





From Lenox Hill Hospital. 

Read before the 74th Annual Meeting of the 
American Dermatological Association, Inc., White 
Sulphur Springs, W. Va., April 17, 1954. 

* Virchow, cited by Jadassohn.1 

+ Ehrlich, cited by Jadassohn.1 

$ Biesiadecki, cited by Evete.2 

§ Hirschlaff: Ein Fall myeloischer Leukaemie, 
cited by Brunsgaard.5 


groups, the leikemids or nonspecific lesions 
and the true leukemic infiltrations or specific 
lesions. This dichotomy, however, is ‘not al- 
ways clear-cut, since on the one hand, one 
may occasionally find a specific histological 
picture in lesions clinically resembling leu- 
kemids, and on the other hand specific 
lesions do not always reveal a typical histo- 
pathological change. 


LEUKEMIDS 


Among the many types of nonspecific skin 
manifestations, the most frequently encoun- 
tered are pruritus, prurigo, urticaria, ery- 
thema-multiforme-like lesions, papulovesicles, 
subcutaneous nodules, petechiae, and hemor- 
rhages. 

Pruritus associated with myelogenous leu- 
kemia was first observed by Dubreuilh 
in 1905.7 It is a variable symptom and more 
often associated with specific lesions. 

Prurigo, described by Steinbrinck and 
Stukowski, occurs on the extensor surfaces 
of the extremities.* It consists of numerous 
pruriginous pinhead-size brownish-yellow, 
rounded, polygonal papules. These may at 
times exhibit persistent vesicles and crusting. 
The histologic picture is nonspecific as a rule. 

Urticarial lesions are frequently observed 
in leukemia cutis. These are more persistent 
than the usual type of urticaria, are often 
papular, and may occur accompanying other 
eruptions. They have been observed follow- 
ing roentgen ray therapy. Erythema multi- 
forme eruptions also follow roentgen therapy 
of the lymphoblastomata, as reported by 
Davis.® Subcutaneous nodules may be seen. 
Lutz observed these in a patient having myel- 
ogenous leukemia and coexisting miliary 
tuberculosis.° The histologic picture is non- 
specific. 
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Cutaneous hemorrhages ranging from 
small petechiae and vibices to large extrav- 
asation of blood and widespread suffusion 
are observed frequently, especially in acute 
myeloblastic leukemia, and usually import a 
grave prognosis. 


SPECIFIC LESIONS—-TRUE LEUKEMIC 
INFILTRATIONS 


Of the specific skin manifestations of the 
‘myelogenous leukemias, tumors are the com- 
monest. They rarely regress spontaneously 
or ulcerate, this characteristic differentiating 
them clinically from other lymphoblastomas 
such as granuloma fungoides and Hodgkin’s 
disease (lymphogranulomatosis). These tu- 
mefactions are usually small but may be egg 
size ; they are bluish-red, rounded, and have a 
firm elastic consistency, and peculiarly often 
present a horseshoe shape or crescentic con- 
figuration. The sites of predilection are the 
trunk and the external surfaces of the arms 
and legs. The head, which is one of the most 
frequently involved locations in lymphatic 
leukemia, is only rarely affected in myel- 
ogenous leukemia. Lesions have, however, 
been observed on almost every location: 
hands, feet, lips, scalp, neck, nose, cheeks, 
forehead, etc. 

Erythrodermas are most frequently ob- 
served in- Hodgkin’s disease and granuloma 
fungoides; they are rarely found associated 
with myelegenous leukemia. 3 

Lesions of the mucous membranes are 
rare and are usually found in the acute type. 
Petechiae are the most commonly observed. 

Alopecia of the scalp and also of the entire 
body has been observed. This usually is the 
result of specific infiltrations around the hair 
follicles. 


RELATION OF SKIN MANIFESTATIONS TO 
OTHER SIGNS 


The cutaneous lesions most frequently oc- 
cur after the disease is already evident. 
Sometimes they are found in aleukemic leu- 
kemia, where splenomegaly is the only other 
overt sign. Not infrequently the dermatol- 
ogist can be of great service in establishing 
early diagnosis. The skin lesions may pre- 
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cede by weeks to months and occasionally 
years the appearance of typical pathological 
changes in the peripheral blood, the bone 
marrow, and other organs, as observed by 
Ketron and Gay,’? Herxheimer,’® Artzt,™ 
Wintrobe and Mitchell,’® and others. Skin 
lesions have also been known to appear when 
a chronic myelocytic leukemia merges into 
the acute myeloblastic variety. 

Following hyperpyrexia (pneumonia, etc.), 
a diminution of skin lesions is sometimes 
observed; the blood picture may return to 
normal, and the spleen and nodes decrease 
in size. 

REPORT OF CASES 

The following is a report of four cases of 

myeloblastic leukemia. 





Fig. 1 (Case 1)—Horseshoe-shaped purpuric in- 
filtrated true leukemic (myelogenous) lesions sur- 
mounted by bullae on inner aspect of left thigh. 


Case 1.—A. P. was a 16-year-old white Cuban 
girl whose illness began in February, 1953. She com- 
plained of abdominal pain. She was operated on, 
and her appendix was inflamed. Eight days later 
she developed an erythematous eruption with ery- 
thema nodosum lesions on the lower extremities. 
She had fever, chills, weakness, leucocytosis, and 
elevated erythrocyte sedimentation rate. A diagnosis 
of rheumatic fever was entertained. Cortisone was 
administered with considerable benefit. In May, 
1953, she was admitted to the University Hospital 
in Habana. The cutaneous lesions were persistent, 
infiltrated, surmounted by bullae, and varied in size 
and shape, many presenting an arciform or crescen- 
tic (horseshoe) shape. Treatment with streptomycin, 
penicillin, and cortisone improved her condition. 
She became afebrile in May, and the skin lesions 
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Fig. 2 (Case 1)—Low power; hematoxylin 
stain. Lesions from skin showing infiltrate surround- 
ing blood vessels and sweat glands. Process ex- 
tended into deep portions of corium and into sub- 
cutaneous layer. 


healed. In June there was an exacerbation with 
fever, despite cortisone, corticotropin (ACTH), and 
antibiotic therapy. Anemia developed, and the pa- 
tient received weekly transfusion of whole blood. 

_ Examination for L. E. cells was negative. In July 
she came to the United States, was admitted to St. 
Vincent’s Hospital in New York. She had fever, ar- 
thralgia, tender nodules, and petechiae. The first 
skin biopsy was reported as erythema nodosum, the 
second as suggestive of Weber-Christian disease. 
These slides were later reviewed by Dr. Wilbert 
Sachs as follows: 

“A composite picture of the two slides studied 
shows great similarity in that there is a tremendous 
cellular reaction composed predominately of poly- 
morphonuclear leucocytes. However, in many areas 
there are some larger cells in which the nuclei are 
somewhat oval or round and slightly vesicular. The 
outline of these cells is distinct, the cell body being 
either foamy or clear. These larger cells are similar 
to those seen in myelogenous leukemia. Therefore, 
the diagnosis is most likely myelogenous leukemia.” 

She was transferred to Lenox Hill Hospital in 
August. She had infiltrated erythema-bullosum-like 
lesions of the toes and extremities. Abdominal exam- 
ination showed hepatosplenomegaly. 

Her hemoglobin was 7 gm. per 100 cc., erythro- 
cytes 2,300,000; leucocytes 5,200; myelocytes 8%; 
erythrocyte sedimentation 66 mm. in one hour. The 


patient was given intravenous corticotropin, 25 units 
daily, supplemented with whole blood transfusions 
and fluids. She responded dramatically and became 
afebrile in the next three days, only to relapse with 
fever of 104 and 105 F. 

New purpuric infiltrated bullous horseshoe-shaped 
lesions 2 by 2 in. (55 cm.) appeared on the legs, 
and the left axilla had a large phlegmonous deep 
inflammatory necrotic mass covered with bullae. 
Large lesions continued to recur, some having lo- 
calized areas of gangrene. Cortisone, 25 mg. four 
times a day, was substituted for corticotropin, with 
considerable benefit. 

On this regimen she responded very well and be- 
came afebrile in September, 1953. The skin lesions 
gradually subsided. Another sternal biopsy was per- 
formed; it was hyperplastic, with increase in gran- 
ular cells of the immature type. Leucocyte differen- 
tial count of peripheral blood; 12% myelocytes ; 2% 
myeloblasts. The diagnosis of myelogenous leukemia 
was confirmed. 

On Oct. 5, myeloblasts were 21%, with 9% pre- 
myelocytes. L. E. preparations from St. Vincent’s 
Hospital were reexamined and restained, and it 
was decided that what were thought to be L. E. cells 
were really myeloblasts with pseudopods which were 
poorly stained. A few weeks later her leucocyte 
count differential showed 43% blast cells. 


Fig. 3 (Case 1)—High power. Myelogenous in- 
filtrates composed predominantly of polymorpho- 
nuclear leucocytes and larger cells in which the 
nuclei are somewhat oval or round and slightly 
vesicular. 
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In October, 1953, she had a leucocyte count of 
20,000 and 71% myeloblasts. At this time the patient 
complained of severe lumbosacral pain. Roentgen- 
ograms revealed scattered areas of radiolucency, 
which were reported as being suggestive of leu- 
kemic infiltrations. 

She was given mercaptopurine 1 mg. per pound 
(total of 75 mg. daily). New lesions appeared 
on the right cheek and the left side of the chest. 
Superficial roentgen rays were applied. She was 
given three doses of 100 r each, with involution of 
the lesions. After two weeks of 6-mercaptopurine 
therapy, her white count further dropped to 8,500, 
with 15% blast cells. Consequently cortisone was 
again administered, with therapeutic effectiveness. 
Within a week she was afebrile and had good appe- 
tite. She started walking for the first time in seven 
months, and was discharged home for Christmas. 
She remained home four weeks and did very well 
on maintenance doses of cortisone, 25 mg. q. i. d. 
She was readmitted, Jan. 5, 1954, for blood trans- 
fusions. The leucocyte count while she was at home 
had risen to 50,000 per cubic millimeter, and she 
therefore was given 6-mercaptopurine, 65 mg. daily, 
until her leucocyte count began to fall again. Mean- 
while she had gained weight and felt considerably 
improved. Two days after admission to the hospital 
a spiking daily temperature of 102 to 103 F oc- 
curred; the leucocyte count was 40,750, with 59% 
myeloblasts. She was now given 100 mg. of mer- 
captopurine daily for eight days, and on Feb. 1, 1954, 
the white count had dropped to 17,300, whereupon 
the drug was discontinued. 

Meanwhile cortisone had also been increased for 
several days to 300 mg. daily, and she again quickly 
went into remission with the aid of transfusions 
and local roentgen ray therapy to new skin lesions. 
She was discharged two and a half weeks after 
admission, feeling greatly improved. She had been 
home for one month at the time and was doing re- 
latively well. Medication consisted of cortisone, 25 
mg. daily, methyltestosterone, 5 mg. q. i. d. sub- 
lingually. 


It is interesting that, although we were able to. 


get a hematological remission with 6-mercapto- 
purine, clinical improvement appeared only with 
the use of cortisone in fairly high doses. Corticotro- 
pin, except initially, usually had little or no effect, 
clinically or hematologically. The patient was read- 
mitted to Lenox Hill Hospital in March, 1954, for 
a transfusion of whole blood because of progressive 
anemia. She complained of loss of vision. Fundus- 
copic examination revealed numerous bilateral 
retinal hemorrhages. On the fourth day after admis- 
sion she developed generalized convulsions and 
coma, with clinical signs of cerebral hemorrhage. 
She died several hours after their onset. 

Case 2.—L. Y., a 73-year-old man of Chinese 
origin, was admitted to Bellevue Hospital on Feb. 
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2, 1954, with a history of weakness, cough, loss of 
weight of five months’ duration, and an eruption 
which had been present one year. He had been a 
patient at Seaview Hospital in 1951, suffering from 
pulmonary tuberculosis. 

When admitted to Bellevue, the patient appeared 
chronically ill and emaciated. The temperature was 
101.2 F, the pulse 88, the respirations 20, and the 
blood pressure 130/75. The anterior and posterior 
cervical nodes were enlarged, firm, and rubbery. The 
inguinal and epitrochlear nodes were palpable. Ex- 
amination of the chest revealed, in the right lower 
base, dullness on percussion and decreased breath 





Fig. 4 (Case 2)—Plum-colored true leukemic in- 
filtrated plaques on forehead, and nodular lesions on 
eyebrows and malar prominences. Patient had active 
pulmonary tuberculosis. 


sounds on auscultation. There was hepatospleno- 
megaly. 

A generalized symmetrical eruption was present 
on the face, trunk, and extremities. It consisted of 
hyperpigmented, somewhat oval, large macular and 
dime-sized irregular infiltrated lesions. 

Plaque-like lesions were seen on the face and 
scalp. These consisted of various-sized nonpruritic 
purplish red nodules exhibiting various degrees of 
infiltration, some being rounded and egg size, as 
over both eyebrows and malar prominences, others 
as diffuse flat infiltrations. 







































A roentgenogram of the chest showed infiltration 
of the right lower lung field and of the right apex 
with a large cavity present. A casual sputum exam- 
ination showed numerous acid-fast organisms. The 
Rumpel-Leede test was positive. The bleeding time 
was four and a half minutes. A urinalysis showed 
1+ albumin and 1 to 2 leucocytes per high-power 
field. The Mazzini reaction was negative. The chem- 
ical examination of the blood showed the following : 
Urea nitrogen 43 mg. per 100 cc.; icteric index 
9 units; cephalin flocculation test 2+. Total protein 
6.1 gm. per 100 cc., with an A-G ratio of 4.3:1.8. 
A stool benzidine test was negative. 

A complete blood cell count performed on Feb. 
24, 1954, showed the hemoglobin to be 6.5 gm. per 





Fig. 5 (Case 2).—Low power. Massive myelog- 
enous leukemic infiltrate composed predominantly 
of polymorphonuclear leucocytes and larger cells, 
showing a definite cell outline, with somewhat foamy 
cytoplasm and oval vesicular nuclei. 


100 cc.; erythrocytes 2,050,000; leucocytes 13,600, 
with 21 polymorphonuclear leucocytes, 12 lympho- 
cytes, 66 myeloblasts, 1 myelocyte, and an occasional 
normoblast. The platelet count was 360,000. A bone 
marrow examination revealed mostly myeloblasts, 
with a few other myeloid elements and a normal 
number of cells of the erythroid series. 

Procaine penicillin was administered in doses of 
600,000 units twice daily for treatment of the acute 
pneumonic process. The temperature returned to 
near normal. After this episode of hyperpyrexia, 
lasting for 12 days, the spleen and nodes were found 
to have decreased in size. A blood count now 
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showed the leucocytes to be 2,950, with 49 polymor- 
phonuclear leucocytes, 50 lymphocytes, and only 1 
myeloblast. 

The patient received 1000 cc. of blood, causing the 
hemoglobin to increase from 4.5 gm. to 7.5 gm. per 
100 cc. A course of streptomycin and P. A. S. was 
instituted. 

On March 24, 1954, a skin biopsy was performed 
from the right temporal region and showed histo- 
pathological changes compatible with those seen in 
myelogenous leukemia. The report (Dr. Wilbert 
Sachs) was as follows: 

“The epidermis is thin and somewhat flattened. 
The subepidermic region is free of infiltrate. A focal 
and diffuse cellular reaction is seen around the blood 
vessels and the adnexa. This infiltrate is made up 
for the most part of rather large cells with deeply 
stained hyperchromatic nuclei. However, in many 
areas, a distinct cell outline can be seen. The cyto- 
plasm of these cells appears to be either somewhat 
clear or slightly foamy. The entire picture suggests 
a lymphoblastoma, with myelogenous leukemia being 
the probable diagnosis owing to the presence of 
these large cells.” 

Case 3.—B. B., a 59-year-old white woman, was 
admitted to Lenox Hill Hospital on July 14, 1951, 
with a history of weakness and weight loss of six 
months’ duration, which followed an attack of in- 
fluenza and an episode of epistaxis one week previ- 
ously. For the previous four months, she had been 
developing petechiae, blotchy superficial ecchyomses, 
and on several occasions large hemorrhagic bullae. 
The patient said she had been told she was anemic 
for the past 20 years. 

Physical examination revealed a chronically ill, 
emaciated woman. The skin had a lemon-yellow hue 
and was xerotic. There were numerous petechiae, 
ecchymoses, and stellate and linear vibices present. 
There was no hepatomegaly or splenomegaly. Small 
axillary nodes were palpated. 

A complete blood count showed the following: 
hemoglobin 5.4 gm. per 100 cc.; erythrocytes 1,900,- 
000; reticulocytes 6% ; leucocytes 13,400; polymor- 
phonuclear leucocytes 79 (2 nonsegmented), lymph- 
ocytes 11; meylocytes 6; eosinophiles 1. The hema- 
tocrit reading was 10.5%. The erythrocyte sedi- 
mentation rate was 16 mm. per hour (corrected). 
The platelet count was 70,000. 

Blood chemistry examinations revealed the fol- 
lowing: urea nitrogen 24.9-mg. per 100 cc.; icteric 
index ‘5.7 units, serum bilirubin 0.15 mg. per 100 
cc.; total proteins 6.1 gm. with an A:G ratio of 
1.54:1. The urinalysis was negative. A stool benzi- 
dine test for occult blood gave a strongly positive 
reaction. The Rumpel-Leede test was positive. The 
bleeding time was 1 minute and 40 seconds. 

A biopsy of the sternal bone marrow was re- 
ported as follows: “The bone marrow is hyper- 
plastic with an increase in granular cells and eryth- 
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roblasts. No megaloblasts are present. There is 
an increase in myelocytes and myeloblasts. A diag- 
nosis of aleukemic myelogenous leukemia must be 
considered.” 

The patient received many blood transfusions. 
There was little change in the peripheral blood, 
except for transitory rise in the hemoglobin. She 
was discharged three months after admission, 
slightly improved. A definite diagnosis had not 
been established. The patient was readmitted on 
Dec. 24, 1951, two months later, because of pro- 
gression of her disease. Again numerous ecchymoses 
and vibices were present. The superficial veins ex- 
hibited.a glistening lilaceous coloring. 

A complete blood count now showed the follow- 
ing: hemoglobin 3.6 gm. per 100 cc.; erythrocytes 
1,300,000; leucocytes 52,000; neutrophiles 47%: 
juveniles 2%; basophiles 5%; eosinophilic myelo- 
cytes 1%; myelocytes 10%; micromyelocytes 3%; 
premyelocytes 4%; myeloblasts 28%. The platelet 
count was 16,000. The diagnosis of myeloblastic 
leukemia was now confirmed. The patient received 
numerous blood transfusions, and cortisone and 
nitrogen mustard intravenously. There was no 
specific beneficial therapeutic effect. She died two 
months later. 

Case 4.—F. L., a 64-year-old German woman, 
was admitted to Lenox Hill.Hospital on Aug. 29, 
1949. Her chief complaints were great weakness, 
weight loss (25 Ib, [11.3 kg.]), anorexia, and gen- 
eralized severe pruritus of six.months’ ‘duration. A 
large swelling appeared in ‘her left axilla, and a 
small hemorrhagic area which spontaneously exuded 
blood was seen on her left leg. There were several 
purpuric papules on the buccal and vaginal mucosae. 
A fine vesicular eruption was scattered over the 
skin of the anterior aspect of the chest and abdo- 
men. A number of reddish brown purpuric nodules 
1 to 2 cm. in diameter were present on the hips and 
back. Pruritus was severe. There -was hepato- 
splenomegaly. Pain in the right sciatic nerve be- 
came so severe on Oct. 21, 1949, that 20 cc. of 2% 
procaine solution was injected, with immediate 
relief. 

In the two weeks before her death, the patient 
had severe gastrointestinal bleeding. Roentgeno- 
gram of the chest and skull were normal. 

Hematological consultation (Dr. Carl Reich) 
yielded the following: 

Hemoglobin 62% (9.3 gm. per 100 cc.) ; erythro- 
cytes 2,800,000; leucocytes 44,000. Differential 
count: neutrophiles 36% ; lymphocytes 12%; mono- 
cytes 1%; eosinophiles 1%; basophiles 1%; myelo- 
cytes 4%; myeloblasts 45%, platelets diminished. 
Erythrocyte sedimentation rate 45 mm, in 45 min- 
utes. 

Blood indices: mean corpuscular volume 108 
cu.4; mean corpuscular hemoglobin 33u7; mean 
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corpuscular hemoglobin concentration 29%. Sternal 
bone marrow biopsy: infiltration by myeloblasts. 

Leucocyte count on Oct. 14, 1949, was 112,000, 
and on Oct. 18 was 67,800. 

A representative blood count performed on Oct. 
27. 1949, was as follows: hemoglobin 40%; eryth- 
rocytes 1,600,000; leucocytes 100,000; polymor- 
phonuclears, total 41%; filamented 11%; nonfila- 
mented 30%; lymphyocytes 4%. Pathological cell 
forms: myelocytes 7%; premyelocytes 8%; myelo- 
blasts 40% ; normocytes 20% ; marked anisocytosis ; 
poikilocytosis; polychromasia; karyorrhexis. 

Histological examination of a nodule in the right 
axilla on Sept. 29, 1949, showed that the mass was 
made up of mature fat cells. There was extensive 
extravasation of blood and slight fibroblastic pro- 
liferation. The lesion was thought to be a hemor- 
rhagic lipoma. 

Treatment consisted of whole blood transfusions. 
Urethane, 1.0 gm., was administered three times 
a day, increased gradually to 6 gm. daily. During 
this therapy the weakness continued; the eruption 
improved, but the disease progressed. Aminopterin 
therapy was begun on Oct. 11, 1949, and was dis- 
continued on Oct. 23. The dose ranged from 0.5 to 
3.0 mg. daily. It was of no therapeutic value. The 
patient died on Aug. 29, 1949. 

Postmortém examination by the pathologist, Dr. 
R. M. Paltauf, showed that the patient died of 
chronic myelogenous leukemia. There was second- 
ary myeloid leukemic infiltration of all the organs, 
the skin, and the lymph nodes. There were petechiae 
and ecchymoses of the panniculus, peritoneum, skin, 
conjunctivae, kidneys, pericordium, pleurae, lungs, 
and stomach. 


COMMENT 


These cases are reported because of the 
sparsity of such cases in the literature, the 
coexistence in one of pulmonary tuberculosis, 
and the fact that the cutaneous manifestations 
were different in each case. The Cuban girl’s 
eruption consisted of ulcerating phlegmonous 
tumors; the Chinese man had nodular and 
tumor-like nonulcerating infiltrations; the 
lesions in the American woman consisted 
entirely of hemorrhagic cutaneous blotches 
and hemorrhagic bullae; Case 4 showed a 
variety of cutaneous manifestations—mac- 
ules, pruritic papules, vibices, papulovescicles, 
purpuric nodules, and ulcerating tumors. It 
is apparent from the study of the four re- 
ported cases and others in the literature 
that a definitive diagnosis of the leukemias 
is not always possible early in the course of 
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the disease, in spite of the fact that many 
clinical manifestations may be present, such 
as variable localized or generalized eruptions, 
fever, loss of weight, of strength and appe- 
tite, arthralgia, abdominal pains, cough, etc. 
Laboratory and tissue examinations may be 
of only limited diagnostic value in the course 
of this disease. These include blood counts, 
sternal marrow biopsies, roentgenographic 
studies, node and skin biopsies, etc. 

Since specific cutaneous lesions of myelo- 
blastic leukemia are radiosensitive, the 
therapeutic test with superficial roentgen 
rays early in the disease is of value, especially 
in distinguishing the specific lesions of my- 
eloblastic leukemia from the manifestations 
of congestive lupus erythematosus (sebor- 
rhoea congestiva) and polymorphous light 
eruptions. 

We have been impressed by the number 
of patients with lymphoblastoma whose erup- 
tion was decidedly present in the beginning, 
and at times throughout the course of the 
disease, on the light-exposed areas of the 
body, such as the face, neck, “V” of chest, 
upper part of the center of the back, the ex- 
tensor surface of the extremities, and the 
dorsal aspect of the hands, making the dif- 
ferential diagnosis between lupus erythema- 
tosus of the acute and subacute disseminate 
type and leukemic disease difficult, as in the 
cases reported. I have even seen bullous 
lymphoblastomatous infiltrated lesions super- 
imposed on areas that were severely sun- 
burned years before, the erythema, edema, 
and bullous formation fitting the pattern of 
the sunburned areas of many years previous. 

Charest and Holt reported a case of acute 
myelogenous leukemia simulating appendi- 
citis..° The presenting symptom in our pa- 
tient, the Cuban girl, Case 1, was abdominal 
pain which was diagnosed as acute appendi- 
citis. An inflamed appendix with fluid in 
the peritoneal cavity was found at the time 
the appendectomy was performed. Unfor- 
tunately no pathological examination of the 
appendix was performed. 

There was masking of the hematological 
and clinical signs in Case 1, the Cuban girl, 
by the early administration.of cortisone and 


corticotropin, thus delaying the diagnosis. 
Meyer and Tanner had observed a similar 
phenomenon in a case of acute leukemia in 
childhood.** 


There is no clear-cut differentiation be- 
tween any of the diseases which fall into the 
general group of lymphomas.’* It is known 
that one type may merge into the other. 
Granuloma fungoides has been known to 
terminate in myelogenous leukemia, reticu- 
lum cell sarcoma, or lymphosarcoma.*® 

In view of this, any eruption suggestive 
of a lymphoma should alert the dermatologist 
to immediate, thorough investigation, using 
repeatedly the laboratory means at his dis- 
posal. 

SUMMARY AND CONCLUSIONS 


Four cases of myelogenous leukemia are 
reported, each presenting different cutaneous 
reactions: one consisting of ulcerating 
tumors; a second represented by generalized 
nodular plaque-like lesions associated with 
pulmonary tuberculosis; a third manifesting 
itself by petechiae, hemorrhagic blotches, and 
hemorrhagic bullae, and a fourth exhibiting 
a combination of the others. 


The first manifestation in one case was 
abdominal pain simulating acute appendicitis, 
for which an operation was performed. 

The difficulty in early diagnosis is the rule. 
The role of the dermatologist in alerting the 
physician to considering the possibility of 
myelogenous leukemia from the cutaneous 
manifestations, is emphasized. 

The therapeutic test with roentgen rays 
is offered as an aid in differentiating the 
radiosensitive specific infiltrative cutaneous 
lesions of the lymphoblastomata from cu- 
taneous diseases which simulate them, es- 
pecially certain types of lupus erythematosus. 

Cortisone was of value in controlling the 
symptoms of the disease. 6-Mercaptopurine 
(Purinethol) was of little value in treatment 
of the only case in which it was administered. 

140 E. 54 St. (22). 


ABSTRACT OF DISCUSSION 


Dr. CLrarK W. FINNERUuD, Chicago: It is a mod- 
est assertion, I believe, to state that the experience 
of any one of us has been extremely limited with 
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regard to personally studied cases of cutaneous 
changes in myelogenous leukemia. We are therefore 
forced to rely in large measure for our knowledge 
on a summary of the combined observations of 
others. Today’s presentation and other studies, com- 
prising practically all of the recorded cases to date, 
have well summarized the present knowledge of the 
cutaneous manifestations of this form of leukemia. 

Drs. Ketron and Gay, and Beek and Wyers, 
among others, have shown that there may be a 
primary autochthonous origin, without hemocyto- 
logical or other evidence of systemic involvement, 
even in myelogenous leukemia. Although it is well 
known. that the cutaneous lesions are usually con- 
sidered toxic and nonspecific in character, it should 
be borne in mind that even such lesions may show 
an infiltrate specific for myelogenous leukemia. 

It is to be remembered that the chloromas have, 
in most instances, proved to be tumors of acute 
myelogenous leukemia. It is an interesting fact that 
acute myelogenous leukemia, formerly seen chiefly 
in children, in recent years has been seen with in- 
creasing frequency in adults. 

Dr. Samuel Bluefarb, in an as yet unpublished 
monograph on the lymphoblastomas, concludes, as 
the result of summarizing the observations of Weil 
and Isch-Wall, Goldhammer and Barney, Sturgis 
and others, that the appearance of specific myelosis 
of the skin is an important prognostic sign and 
heralds an acute exacerbation of myelogenous leu- 
kemia which brings the life expectancy down to an 
average of about two months. Such lesions have 
been found to occur usually late in the course of 
the disease. 

With regard to the pathogenesis, one may have 
his choice of agreeing with those who favor the 
theory of local origin of the cutaneous manifesta- 
tions or those who consider it a simple metastatic 
infiltration of cells of the myeloid series. 

You may be interested in the current treatment 
of myelogenous leukemia as employed at the Cook 
County Hospital. No longer being on that staff, I 
have obtained the following information from Dr. 
Samuel Bluefarb: 

For the chronic type, the first choice remains 
urethan, 5 grains, (0.3 gm.) t.id., gradually in- 
creasing until the patient is taking 1 gm. t.id. The 
next choices in order of preference are x-ray to the 
spleen, spray x-ray or P82 (radiophosphorus) and 
triethylenemelamine (a nitrogen mustard), 1 to 2 
mg. daily, gradually increasing until the patient is 
taking 15 mg. daily. 

No steroids are given for chronic myelogenous 
leukemia. 

For acute myelogenous leukemia, antibiotics and 
blood transfusions are administered. Only if there is 
thrombocytopenia and bleeding is corticotropin 
(ACTH) or other steroid therapy employed. 
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REPORT OF A CASE 


C. A. B., age 66, a white man, cabinet maker 
by trade, was first been by Dr. Szymanski and me 
on Dec. 4, 1951, complaining of generalized periodic 
itching for three years, but severe and constant in 
the past three months. 


Examination revealed a generalized erythro- 
derma, numerous excoriations and numerous, 
slightly elevated, excoriated or smooth, erythema- 
tous, pea- to almond-sized nodules. He presenetd an 
enlarged liver and spleen. Blood examination re- 
vealed WBC 102,000, RBC 3,410,000. Hb. 70.2%, 
staff cells 18, juvenile cells 14, myelocytes 15, and 
53% lymphocytes. Histologic sections also proved 
this to be chronic myelogenous leukemia. He was 
referred to hematologist, Dr. Raphael Isaacs. 


The patient was given urethan, which has been 
taken to date without untoward reaction. Almost 
from the time this treatment was instituted the 
WBC has stayed between 20,000 and 30,000 per 
cubic centimeter. The patient is from all appear- 
ances in good strength and health in general, and 
has lost no time from his work. On March 8, 1954, 
the RBC was 5,140,000, and the WBC 28,000. He 
has been free from skin lesions since shortly after 
beginning the urethan treatment, and free from 
itching since the taking of probenecid (Benemid). 
Probenecid, 714 grains (0.35 gm.) t.i.d., was pre- 
scribed as a uricosuric agent, and practically com- 
pletely controls all pruritus. This was prescribed 
on the theory that the pruritus was due to crystals 
of uric acid being precipitated into the sweat glands. 
In that this man’s disorder is apparently of at least 
six years’ duration, we feel that he has fared very 
well, 


Dr. Beatrice M. Kersten, New York: The in- 
teresting review and ‘case reports by Drs. Costello, 
Canizares, Montague, and Buncke leave little for 
discussion, As I have seen no similar cases, at the 
risk of being accused of presenting a paper in place 
of an erudite discussion, I am forced to fall back 
on a review of the records of 70 hospital patients 
with myelogenous leukemia. 


Even here, there was no record of the bizarre 
and distressing skin manifestations described in 
Cases 1 and 4, although a number of the patients 
received similar therapy, and one was found to have 
an associated miliary tuberculosis at postmortem 
examination. Nor could I find any record of lymph- 
oblastoma developing in sunburned skin. 


The skin manifestations which occurred in 44 of 
the 70 patients were comparable, on the whole, to 
those just reviewed from the literature and Dr. 
Costello’s Cases 2 and 3. Specific leukemic infiltra- 
tions of the skin were probably present in seven pa- 
tients. Two patients, one with a thickening of the 
skin and the other with persistent cellulitis of the 
leg with ulceration, were found to have leukemic 




















MYELOGENOUS LEUKEMIA—SKIN MANIFESTATIONS 


infiltrations in the dermis at autopsy. Five patients 
had noninflammatory discrete persistent purplish 
papular or nodular eruptions of the scalp, trunk, or 
legs. One of them, an acutely iil woman of 29, with 
symptoms of six months’ duration, had on admis- 
sion a scalp covered with papules, and other papules 
on the forehead and the abdomen, which persisted 
until her death four months later. Sections from one 
of the scalp papules taken at autopsy showed dense 
leukemic infiltrations in the dermis with small 
amounts of hemorrhage. 

Another apparently healthy girl of 14 years, who 
had bruised easily for six months, sought medical 
attention because of painless nodules on her legs 
which resembled erythema nodosum. Further exam- 
ination revealed hepatosplenomegaly and the blood 
picture of myelogenous leukemia. The three remain- 
ing patients developed lesions during the terminal 
stages of leukemia, two showing discrete papules on 
the trunk, and one nodules on the legs. 

Nonspecific pathologic expressions of one or more 
types were manifest in the skin of 37 patients. Pre- 
dominant was a hemorrhagic tendency. Eighteen 
patients had ecchymoses, and in 26 there were pur- 
puric spots. These were often over bony promi- 
nences and on the lower extremities. In six patients, 
this hemorrhagic tendency was one of the initial 
symptoms. In another, the formation of persistent 
periorbital ecchymoses, following an operation for 
a deviated septum, was the presenting symptom. 
Dissemination of purpuric spots preceded death in 
six patients. 

In a patient with inactive pulmonary tuberculo- 
sis, ecchymoses of the buttocks and thighs were 
replaced by large hemorrhagic bullae and erythema- 
multiforme-like lesions which continued until her 
death eight months later. Localized edema of the 
legs or periorbital areas was present in eight pa- 
tients. This latter complaint and swollen cervical 
glands were the first symptoms noted in a child of 
one and one-half years. 

Scattered ecthymatous lesions were distressing 
symptoms in four patients. One patient’s illness had 
begun with nonhealing boils on the back of the neck 
six weeks before death. Terminally, a maculo- 
papular eruption with purpura was noted in this 
area and on the buttocks. Postmortem examination 
of a papule showed the epidermis to be intact, but 
there was recent hemorrhage in the deeper parts of 
the dermis. Ulcerations about the ankle with edema 
were present in three. Two patients developed 
herpes zoster during the course of the disease. In- 
tense pruritus was present in two. In one, it fol- 
lowed x-ray radiation to the spleen. Although 28 
of the 70 patients were treated with x-ray radia- 
tion, no eruption followed its use. Bleeding gums, 
petechiae, and ulcerations of the buccal mucosa 
were noted in eight patients. 


These records show that an expression of the 
leukemic process was present in the skin in three- 
fifths of the 70 patients, and in one-seventh it was 
present at the initial medical examination. This. is 
a higher incidence than usually found and further 
emphasizes a point made by Dr. Costello; namely, 
the importance of searching for myelogenous leu- 
kemia in the presence of unexplained. skin mani- 
festations. 

There are two minor points about which I would 
like to ask Dr. Costello: First, mainly to simplify 
teaching, would you favor dropping the term “leu- 
kamid”? Second, in view ‘of the transient nature 
of some of the skin manifestations as shown in Case 
1, and the radiosensitiveness of some other skin 
lesions from which myelogenous leukemia is to be 
distinguished— for example, mycosis fungoides 
d’emblée—how much importance would you attach 
to a therapeutic test with superficial roentgen rays? 

Thank you for the privilege of discussing this 
paper. 

Dr. STEPHEN RotHMAN, Chicago: I would like 
to congratulate Dr. Costello on this fine piece of 
work. In previous descriptions of cutaneous mani- 
festations of myelogenous leukemia, it was stressed, 
particularly in the German literature, that the 
lesions are always hemorrhagic. I would like to ask 
Dr. Costello if this was true in his cases where 
hemorrhages were not mentioned. I also would like 
to know whether he thinks that the incidence of 
such manifestations is fairly high as compared with 
cutaneous manifestations of lymphatic leukemia. In 
Central Europe lymphatic leukemia cutis with 
chemical tumors is a fairly common disease, but 
skin manifestations of myelogenous leukemia are 
hardly ever seen. It seems that in this country 
cutaneous manifestations of myelogenous leukemia 
are not uncommon. 

Dr. Eart D. Ossorne, Buffalo: I would like to 
ask Dr. Costello if any cytologic studies were made 
of the contents of the bullae, especially in the one 
case? 

I think it might be a very easy and a very prof- 
itable examination in making a diagnosis of myelog- 
enous leukemia. I remember one case, about 22 
years ago—a fairly elderly man, in his early 60's, 
who was brought into Meyer Memorial Hospital 
with a diffuse bullous eruption, and an admitting 
diagnosis of poison ivy dermatitis. A smart resident 
on our service, not knowing what to do about it, 
and this being in the evening, took smears from the 
bullae, and made a diagnosis of myelogenous leu- 
kemia. The patient had an enlarged spleen. The 
liver was normal. The cytologic examination may 
be of value. 

Dr. Maurice J. Costetto, New York: I want 
to thank Dr. Kesten, Dr, Finnerud, Dr. Rothman, 
and Dr. Osborne for their discussion. 
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In regard to the questions asked by Dr. Kesten, 
I would say that I would prefer the nonspecific, 
noninfiltrative caption for the leukemid, and the 
specific or true infiltrative name for the other. 
This would depend, of course, upon the histopatho- 
logic characteristics, rather than the clinical ap- 
pearance of the lesions. 

As regards the therapeutic test with roentgen 
rays, this test is of value not in helping to differen- 
tiate the various lymphoblastomas one from the 
other, because most of the specific true infiltrative 
lesions are radiosensitive, but in differentiating 
them, especially in the early stages from diseases 
which simulate them, such as lupus erythematosus, 
(the congestive type), acute disseminated lupus 
erythematosus, erythema annulare centrifugum, and 
sarcoid. I can recall a woman patient who had been 
treated for some time. The lesions which she ex- 
hibited were on the light-exposed areas and were 
typical from the clinical point of view, of subacute 
lupus erythematosus. However, no laboratory evi- 
dence could be found to prove this diagnosis, but 
when one-half of one of the larger lesions was ex- 
posed to roentgen rays, only the area exposed to 
roentgen rays responded. Later all the lesions 
treated in this manner completely disappeared. Had 
this therapeutic test been performed at the onset of 
the eruption, a clue as to the true nature of the 
dermatitis (lymphoblastoma) would have _ been 
found. 

In response to Dr. Rothman’s question with re- 
gard to the frequency of the cutaneous manifesta- 
tions in myelogenous leukemia, I believe Dr. Kes- 
ten stated that a number in the series studied by 
her had varied cutaneous manifestations. Purpura 
was observed in all the cases that we reported, and 
in others which are not included in this report. In 
one patient, an American woman, hemorrhages, 
superficial and deep, were the sole cutaneous mani- 
festations throughout the course of the disease. At 
no time were there infiltrated lesions. 

I am grateful for Dr. Osborne’s suggestion. We 
have regularly examined the cellular contents of the 
bullae in the various bullous dermatoses, and if I 
have the opportunity in the future, I shall certainly 
examine the contents of the bullae which are occa- 
sionally seen in myelogenous leukemia. It seems like 
an easy and direct method of obtaining the informa- 
tion necessary to make the diagnosis of myelogenous 
leukemia. 
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LUC TTA 


The infrequency with which a diagnosis 
of intraepithelial epithelioma (Bowen’s dis- 
ease) of the vulva is made and the recent 
appearance of such a case at the University 
Hospital have prompted this case report. 
The first recorded instance of this condition 
was by Hudelo, Oury, and Cailliau* in 1922. 
In 1943 Knight? diagnosed and reported 
six cases of Bowen’s disease of the vulva, 
and in his review of the literature he noted 
a total of 26 cases previously published. Alves 
de Lima and associates * reviewed the litera- 
ture subsequent to 1943 and reported eight 
more cases. A total of 41 cases of this condi- 
tion have been recorded. 


REPORT OF A CASE 


C. K., a 27-year-old white woman, was admitted 
to the University Hospital on Jan. 12, 1954, with 
a complaint of pruritus vulvae of seven years’ dura- 
tion. She had had the usual childhood diseases but 
no serious illnesses and aside from the present com- 
plaint had been in good general health. Her 
menstrual periods, which began at the age of 13, 
occurred regularly every 28 days and lasted four 
to five days, without dysmenorrhea. She first noted 
a growth on her vulva at the time of her first 
pregnancy six years ago, and after a normal 
delivery a surgeon excised the lesion. This operative 
procedure was followed by swelling of the vulva, 
which eventually subsided spontaneously. Several 
months later she noted the appearance of numerous 
small warty growths which caused severe itching. 
These lesions persisted and gradually grew larger. 
At periodic intervals she consulted various physi- 
cians for relief of the intense itching ; however, the 
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Sntracpithelial Epithelioma ( Wowen 3 Disease) 


various local medications prescribed were ineffec- 
tive. About six months prior to admission the vulva 
became edematous and very painful. Ice packs 
caused resolution of the edema, but the pruritus per- 
sisted and became more intense. 


Physical examination at the time of admission 
was essentially negative except for the genital 
lesions. There was marked lichenification of the 
labia minora and lack of elasticity (Fig. 1). The 
surface was dry and scantily scaly. The condition 
extended over the clitoris and labia majora. The 
skin surface of these areas was excoriated and the 
entire appearance was suggestive of the appearance 
of localized neurodermatitis (chronic lichenoid 
eczema). 


Laboratory studies revealed negative serologic 
tests for syphilis; hemoglobin 14 gm. per 100 cc., 
hematocrit reading 34%, white blood count 8000; 
blood sugar 85 mg. per 100 cc.; blood urea nitrogen 
16 mg. per 100 cc. Urinalysis revealed no albumin, 
no sugar, and the microscopic examination showed 
no red blood cells and 2 to 3 white blood cells per 
high-power field. 


Several biopsy specimens were removed from the 
labia minora and labia majora under thiopental 
(Pentothal) sodium anesthesia. The histopathologic 
findings were identical in all slides (Fig. 2). There 
was definite hyperkeratosis and acanthosis of the 
epidermis, but the basal layer was intact. Marked 
dyskeratosis was present. Several “corps ronds” 
and multinucleated giant cells were seen (Fig. 3). 
In the cutis there was an infiltration of plasma 
cells and lymphocytes. The diagnosis was epi- 
thelioma in situ. 


Fig. 1—Clinical appearance. 

























Fig. 2—Low power. 





COMMENT 


This case was presented at a meeting of the 
Baltimore-Washington Dermatological So- 
ciety and it was the consensus of opinion 
that this patient had a definite epithelioma 
in situ (Bowen’s disease), but the clinical 
picture was not characteristic. The members 
of the Society unanimously agreed that total 
excision of the lesion was the therapeutic 
procedure of choice. 


TREATMENT 


On Jan. 16, 1954, a complete simple vul- 
vectomy was performed under spinal anes- 
thesia. This operative procedure included 
partial removal of the clitoris (Fig. 4). On 
the most recent examination, on March 24, 
1954, the operative wound had healed com- 
pletely, and the patient was symptom free. 


Fig. 3—High power. 
oS. 26 : 
























Examination of the surgical specimen 
failed to reveal any evidence of invasion of 
the malignant process beyond the skin. 

In view of the fact that epithelioma in 
situ is a histopathological diagnosis, all 
chronic lesions of the vulva, especially if 
lichenified, should be submitted to biopsy 





Fig. 4.—Surgical specimen. 


regardless of the age of the patient. Only by 
this method can the true nature of the dis- 
ease be discovered and proper treatment 
instituted before invasion occurs. 


Some observers * have emphatically stated 
that intraepithelial epithelioma of the vulva 
may eventually become invasive, but dis- 
agreement exists as to the frequency of in- 
vasion. At the present time, therefore, this 
lesion should be considered as a special type 
of slow-growing preinvasive carcinoma with 
invasive potentialities. 

Whenever a diagnosis of intraepithelial 
epithelioma of the vulva is made, the treat- 
ment should be surgical. Radiation, whether 
by x-ray or radium, has not proved to be 
satisfactory. 





* References 1 and 3 to 6. 




















CORRESPONDENCE 


The treatment of choice is wide local ex- 
cision or simple vulvectomy, depending upon 
the extent of the disease. The surgical speci- 
men should always be submitted for serial 
section to be certain that invasion has not 
occurred elsewhere in the lesion. 


SUMMARY AND CONCLUSIONS 
A case of intraepithelial epithelioma of the 
vulva is reported and the literature reviewed. 
Emphasis is placed on the need for biopsy 


‘in all chronic lesions of the vulva, especially 


if lichenified, regardless of age. 


The treatment of choice is surgical ex- 
cision. 
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ROENTGEN RAY EPILATION UNDER ANESTHESIA 


To the Editor: In the section of the Clinical Notes of the issue of the ARCHIVEs for January 
of 1955 is an article by Eugene L. Saenger entitled “Roentgen Ray Epilation Under Anesthesia.” 
The author advises that where epilation is necessary for a child who is too young to cooperate 
that the subject be admitted to a hospital and the procedure done under ether anesthesia. 

It has been my experience that this is entirely unnecessary. I have epilated children as young 
as 2 years of age by having the parents insert 3 grains of pentobarbital (Nembutal) in the 
rectum two hours before the epilation is planned. With this drug the child is usually not asleep 
but so heavily sedated that there is no resistance to the positions and shielding needed, and 
the whole thing can be carried out in the office. I have never seen ill effects from this dosage. 





Very truly yours, 

Norman M. O’FarreELt, M.D. 
340 Kalmia St. 

San Diego, Calif. 


To the Editor: Thank you for forwarding the letter of Dr. Norman M. O’Farrell. Our 
choice for anesthesia for epilation in children under the age of 3 years was dictated by several 
unpleasant experiences which we had with intravenous barbiturates and tribromoethanol 
(Avertin) as I pointed out in my article. We also attempted to use pentobarbital (Nembutal) 
and phenobarbital sodium in doses similar to those used by Dr O’Farrell. Several children 
became highly excited subsequent to the administration of these drugs, and we therefore 
abandoned their use because of the unsatisfactory result in the patient. The time of treatment 
for each port is approximately two minutes with our apparatus. Hence, for the occipital portal 
and for the frontal portal, the head must be maintained in a flexed position, and we find that there 
is marked accumulation of mucus in the pharynx. Since then, with some of the patients 
who were anesthetized with pentobarbital for various radiological procedures, we encountered 
temporary spasm Of the glottis. I do not feel that such anesthetics are safe for use in this 
procedure. 

Although in many children anesthesia by rectal tribromoethanol may be entirely satisfactory, 
it does not in my opinion provide as complete control over the patient as I desire, and for this 
reason ether anesthesia was adopted as the method of choice. 

Sincerely, 

EvuGEeneE L. SAENGER, M.D. 
120 Tuttle Road, 

San Antonio, Texas. 





617 








UMI 








Multiple Sdiopathic Hemorrhagic 
fy of Kaposi 


J. G. COBURN, M.D. 
and 
J. K. MORGAN, M.R.C.P., Manchester, England 


UWL LUATU 


Multiple idiopathic hemorrhagic sarcoma 
of Kaposi has been regarded by various 
authors since the original description in 
1872 as of either neoplastic, infective, vas- 
cular, or reticuloendothelial origin. Diverse 
though the etiological possibilities may ap- 
pear, all investigators agree that it is a dis- 
ease of vessels, particularly the blood ves- 
sels, though the lymphatic channels have 
also been implicated. The condition is rare, 
but the literature is copious, the attention 
which the disease has attracted being re- 
flected in the 28 synonyms tabulated by 
Choissier and Ramsey (1939) in their paper 
on the subject. 

Kaposi himself, in his “Pathologie und 
Therapie der Hautkrankheiten” (1880) 
describes the disease as a type of cutaneous 
sarcoma affecting the blood vessels and 
having an unfavorable prognosis. Koebner 
(1891), in reviewing a case, first suggested 
the term “multiple idiopathic hemorrhagic 
sarcoma,” which is that now usually em- 
ployed. Semenow (1897) suggested that the 
disorder was basically a vasculitis due to 
nutritional changes induced by the effect of 
cold on peripheral nerves, though he was 
unable to explain the more widespread mani- 
festations by this raeans. 

MacLeod (1905), in an article on the 
histiopathology of Kaposi’s sarcoma, ex- 
amined two lesions, in the first of which he 
found a fibrocellular structure, markedly 
vascular, with small sinuses lined with endo- 
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thelium. The stroma consisted of collagen 
fibers, spindle cells, and fibroblasts. The 
second lesion kad a similar structure, but 
the stroma showed endothelial proliferation 
and the formation of new blood vessels. He 
considered the whole picture suggestive of 
organizing connective tissue rather than a 
granuloma or sarcoma. Gilchrist and Ketron 
(1916), in a histological study, found pro- 
liferation of the capillaries in the early stages 
and later some areas resembling young con- 
nective tissue and others more like sarcomata. 
There was some sclerosis of small arteries 
supplying the tumor areas. They assumed 
that the visceral spread took place by metas- 
tasis. : 

Dorffel (1932) summarized the clinical 
and histological findings up to that time, 
concluding that Kaposi’s sarcoma was a dis- 
ease of the reticuloendothelial system, not a 
true “blastoma,” but one which might de- 
velop into the latter at a later date. He found 
the monocytic system to be affected, with 
increased numbers of monocytes in the tissue 
and blood films. 

Cole and Crump (1920) and Sachs and 
Gray (1945) reported cases which developed 
lymphatic leukemia, but the former were 
convinced that the cutaneous histology 
showed no leukemic features. On the other 
hand, Sachs and Gray found-the picture of 
leukemia in the deep cutis, but they admitted 
that there may have been an accidental co- 
incidence of the two diseases. 

Association of the disease with mycosis 
fungoides is mentioned by Lane and Green- 
wood (1933), who concluded that, though 
the occurrence of the two processes in the 
same person was probably due to chance, the 
same circulating irritant might have been 
responsible for both. 
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Bertaccini (1939), while regarding the 
disease as of reticuloendothelial nature, re- 
ported thickening and hyalinization of some 
vessel walls. 

Justus (1910) claimed to have trans- 
mitted the disease to white mice by inocula- 
tion, but there is no report of this experi- 
ment having been successfully repeated. 
Dillard and Weidman (1925) found evidence 
of a fungus in some of the enlarged lymph 
nodes. They also remarked on areas of col- 
lagen degeneration which appeared in some 
older lesions. Van Cleve and Hellwig (1935) 
concluded that the disease was an infectious 
granuloma of unknown etiology, and more 
recently Grinspan (1950) has suggested a 
filtrable virus infection. 

Tissue culture investigations were per- 
formed by Becker and Thatcher (1938). 
They reported that cultures of a nodule 
showed numerous spindle cells similar to 
those found in benign neoplasms. Symmers 
(1941) looked upon the fibroblast as the unit 
of growth and stated that well-developed 
growths were scarcely distinguishable his- 
tologically from spindle-celled sarcomata. 

Although the occurrence of visceral lesions 
as well as those in the skin was noted in the 
earliest reports, they wete for some time 
regarded as metastatic deposits from the 
skin. Until Dorffel’s paper there was no 
reported case in which skin lesions were 
absent. In the past 20 years, however, there 
have been several reports of the presence of 
visceral lesions without skin manifestations 
of any sort, or in which the visceral lesions 
preceded those in the skin (Weller, 1940; 
Aegerter and Peale, 1942, and others). 


Tedeschi, Folsom, and Carnicelli (1947) 
reported three cases with visceral lesions 
only. They regarded the “growths” as oc- 
curring on a ground of focal vascular debility 
(congenital or acquired), such debility being 
located in the primitive mesenchymal syn- 
cytium. They considered the basic unit of 
growth to be the reticulum cell. The con- 
ception of a simple inflammatory process 
was rejected by Sachs, Azulay, and Convit 
(1947), who found new vessel formation in 
lesions of one week’s duration. They sug- 





gested that the process was a systemic angio- 
sarcomatosis. Comparing the histology with 
that found in granuloma telangiectaticum, 
they found the latter showing numerous and 
diffusely arranged angioblasts, but plasma 
cells were not conspicuous and spindle cells 
not seen. However, they conceded that 
glomus tumors, granuloma telangiectaticum, 
and idiopathic multiple hemorrhagic sarcoma 
may have a common origin and be grouped 
under the heading “angioblastomata.” 
Lever (1949) summarizes the evidence 
against the concept of Kaposi’s sarcoma as 
sarcoma, and in favor of the autocthonous 
rather than the metastatic origin of the 
lesions, as follows: 
1. The absence of a primary focus that pro- 
gressively enlarges. 
2. The appearance of widely separated lesions 
in crops. 
3. The spontaneous regression of some lesions. 


4. The fact that histological examination may 
reveal very early stages of development in 
late-appearing lesions. Occasionally, how- 
ever, a lesion may undergo malignant de- 
generation and then grow as a true sarcoma 
and cause metastases. 


The varying etiological concepts are well 
summarized in the comprehensive reviews 
of the subject by Dorffel (1932), MacKee 
and Cipollaro (1936), Becker and Thatcher 
(1938), and Choissier and Ramsey (1939). 

Becker and Thatcher state that the most 
widely accepted view is that some toxic or 
infective substance acts on the vascular sys- 
tem, producing an inflammatory reaction 
with ectasia, later causing proliferation of 
the vascular wall elements. 

The present investigation centers around 
a patient with the disease seen recently. 
Owing to the rarity of the condition, it is 
difficult to collect a series of personal cases. 
However, certain features in our patient 
seem worthy of discussion, particularly from 
the histological standpoint. 


REPORT OF A CASE 


The patient is a woman of 80 years. For the 
past 18 years she has noticed a patchy and pro- 
gressive purplish discoloration of the skin, even- 
tually affecting the greater part of the integument. 
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Figure 1. 


She has in addition a long-standing history of 
rheumatoid arthritis. Otherwise there has been 
no previous disease of significance. 

Family History—Both her parents were born 
in Derbyshire. Her father died of “dropsy” and her 
mother from apoplexy. Of three brothers, two have 
died, one of dropsy and the other from an unknown 
cause. One is still alive.’ Two sisters survive out 
of six. Of the four deceased, one died from 
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one from apoplexy, and 
two from causes unknown to the patient. 


“gangrene of the foot, 


Personal History.—The discolored areas first 
appeared simultaneously on both upper arms 18 
years ago. Fourteen years ago the shoulders, 
breasts, and buttocks also became involved. Sub- 
sequent progress was slow. In the past two years 
the forearms, hands, face, and lower legs have be- 
come involved, and new lesions still appear. She 
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Fig. 2—Reduced about 50% from mag. X 120. 


does not complain of pain except in the hands dur- 
ing cold weather. General health remains unaf- 
fected. There have been no gastrointestinal symp- 
toms apart from some rectal bleeding due to 
hemorrhoids. She gives no history of easy bruis- 
ing.’ Bullous lesions have been absent. 
Throughout the course of the disease, improve- 
ment has taken place in the summer months, 
worsening again in the cold weather. No lesion, 
once established, has shown complete retrogression. 
Figure 1 shows the present condition. There is 
a widespread brown to purple-red discoloration of 
the skin. The patches are irregular in shape, con- 
fluent in their centers, showing a marked reticular 
pattern at the periphery. Within these discolored 
areas, there is a profusion of small hypodermic 
nodules, 3 to 4 mm. in diameter. Such nodules may 
be closely grouped to form plaques. On the backs 
of hands and fingers the erythema follows a linear 
pattern along the long axes of the digits. Over 


Fig. 3.—Reduced about 50% from mag. x 450. 


Fig. 4—Reduced about 40% from mag. x 500. 


the knuckles and on the backs of the heels and el- 
bows, there are larger, more infiltrated, domed and 
hyperkeratotic nodules. Two verrucose infiltrated 


Fig. 5.—Reduced about 40% from mag. x 180. 
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nodules, with superficial erosion, are present on 
the right lower leg. Edema, telangiectasia, and 
simple purpura are absent... There is no lymph 
gland enlargement. The hands show inactive rheu- 
matoid arthritic change. 

Cardiovascular, respiratory, alimentary, and cen- 
tral nervous systems revealed no abnormality. The 
spleen and liver were not enlarged. The blood 
pressure was 115/75, and the ocular fundi were 
normal in appearance. The Wassermann reaction 
was negative. The blood picture was as follows: 
Hb. 100%; R. B. C. 4,620,000, W. B. C. 6,000 per 
cubic millimeter. A differential count was normal. 

Histology.—Figure 2 shows a low-power view 
of an early lesion from the forearm, stained with 
iron hematoxylin and Shirlastain A (I. C. I.) to 
enable small areas of degeneration to be shown. 
There are several of these in the section; they 
appear as blurred areas enclosing small blood 
vessels. A high-power view of the vessel at 4 
(Fig. 3) shows that the endothelial lining has al- 
most disappeared, only a few remnants remaining. 
Around the central lumen is an area of degenera- 
tion, most marked on the left of the picture. This 
has been infiltrated by cells of the lymphoid type 
with a few polymorphonuclear leucocytes also 
present. Surrounding this area, and continuous 
with the infiltrate of other. degenerative areas, is a 
mass of lymphocytes. The epidermis, apart from 
some stretching due to local edema, is unaffected. 
The collagen fibers of the dermis are separated and 
partly disintegrated, the normal architecture of the 
upper corium being lost. The similarity between 
the changes in and around the wall of vessel A and 
those which occur in a known case of polyarteritis 
nodosa (Fig. 4) is very striking. In the latter 
case the endothelial lining has so far remained in- 
tact, but the fibrinoid degeneration in the wall is 
well marked and the surrounding cell infiltrate is 


Fig. 6.—Reduced about 50% from mag. x 150. 
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Fig. 7.—Reduced about 50% from mag. x 250. 


of a similar character. A more advanced lesion is 
shown (Fig. 5), where the granuloma has as- 
sumed a more polymorphic character, with some 
fibroblastic proliferation. Vessels showing similar 
but less well marked changes in their walls can be 
seen at B, C, and D. 

A section of a. solitary granuloma telangiectati- 
cum (Fig. 6) mimics the vasoformative stage of 
Kaposi’s sarcoma so closely as to be indistinguish- 
able from it. New blood vessel formation accom- 
panies fibroblastic activity. A late state of the 
disease (Fig. 7) is a postoperative specimen. In 
it the vasoformative tissue has reached a later 
stage of development. There is some proliferation 
of the endothelial cells within the vessels, the 
nuclei protruding into the lumina. Many nuclei are 
hyperchromatic, indicating an attempt at division of 
mature cells. There are no mitotic figures. Fibro- 
blasts are proliferating in some areas. 


COM MENT 


The development of this condition, accord- 
ing to most authors, takes place in three 
stages: inflammatory, granulomatous, and 
neoplastic. Our conception differs in that 
we consider the initial lesion to be a degen- 
erative change in and around the walls of 
the small blood vessels in the upper part of 
the corium. This change is very similar his- 
tologically to the change which takes place 
in the deeper and larger vessels in poly- 
arteritis nodosa. Around these areas a non- 
specific granuloma develops, to be followed 
by vasoformative tissue indistinguishable 
from that seen in granuloma telangiectaticum 
(and chondrodermatitis nodularis). The 
source of such vasoformative elements is 
doubtful. Surviving endothelial cells. might 
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be responsible, but any mesenchymal cell 
could take over this function. The third, and 
later, stage of diffuse angiomatosis we regard 
as a further development of the vasoforma- 
tive stage and not as a malignant neoplastic 
change. The intermutability and plasticity of 
mesenchymal tissues is an accepted fact 
(Willis, 1948), but this interpretation of the 
final phase must, of course, depend on the 
acceptance of the view that true malignant 
change does not occur in vascular tumors. 

A multifocal vascular change of this nature 
certainly seems to be more in accordance with 
the recorded facts than the metastatic hy- 
pothesis. Mitotic figures are rarely seen and 
there is no evidence of vascular or lymphatic 
transmission of tumor cells. Hyperchromatic 
nuclei appear, but they retain an evenness of 
size and distribution inconsistent with that 
seen in malignant tumors of other tissues. 

An interesting parallel with Kaposi’s dis- 
ease is provided by the “lymphangiosarcoma” 
following postmastectomy lymphedema of the 
arm. Stewart and Treves (1948) report six 
cases of this condition, which is clinically and 
histologically indistinguishable from Kaposi’s 
disease. All their cases had an immediate 
postoperative edema (elephantiasis chirur- 
gica) and all except one had a histologically 
confirmed carcinoma of the breast. The time 
of onset of the tumors in the arm varied 
considerably, the longest interval between 
operation and tumor formation being 24 
years. Though the tumors are reported as 
lymphangiosarcomata, they do not differ 
from the later stages of Kaposi’s sarcoma, 
and where mesenchymal tissues are con- 
cerned the distinction between one type of 
vessel and another is often difficult to make. 
For example, they are often intermingled 
in benign nevi such as hemolymphangiomata. 
Ferraro (1950) has reported one similar 
case. Stewart and Treves suggested a com- 
mon carcinogenic factor to account for both 
breast and arm tumors. 

The influence of cold and trauma in the 
etiology of Kaposi’s sarcoma has been men- 
tioned by many authors, but such factors do 


not account for visceral lesions. A possible 
explanation lies in the concept of an obliter- 
ative process occurring in skin vessels and 
accentuated by any remaining contractile 
ability in the vessels, possibly provoked by 
temperature change. 

We suggest that Kaposi’s sarcoma is a 
polyvasculitis in the first instance, and that 
the subsequent angiomatosis results from the 
continued action of the original excitatory 
mechanism. It may be that the condition is 
related to polyarteritis nodosa. Kaposi’s sar- 
coma could be regarded as a more chronic 
and proliferative variant of the same disease 
process. If this etiological possibility appears 
in part a reversion to the views of earlier 
writers (Semenow and MacLeod), it never- 
theless does not seem to have been fully 
considered to date. 


SUMMARY 


The literature of Kaposi’s sarcoma is 
briefly reviewed. 


A case of the disease is described, together 
with the histology of the early lesions. 


The etiology of the disease is discussed, 
and it is suggested that the condition is 
primarily a polyvasculitis, followed by a 
multifocal benign angiomatosis. It is sug- 
gested that the process may be similar to that 
which occurs in polyarteritis nodosa. 


20 St. John St. (3) 


Dr. P. B. Mumford gave us permission to in- 
vestigate his patient. 
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Predisposition in Wbaria 


Case Study with Histochemical Findings 


FRANK E. CORMIA, M.D. 
and 
VIRGINIA KUYKENDALL, M.T., New York 


AULT 


While miliaria is not uncommon in a hot 
and humid climate, a special predisposition 
to its development has long been considered 
important. This: point was emphasized re- 
cently by Shelley and Horvath? in their 
work on experimental miliaria. They found 
that miliaria crystallina could be produced 
routinely in normal subjects by various types 
of epidermal injury. On the contrary, mili- 
aria rubra was induced in only 1 of 10 of 
these subjects, while it was produced in- 
variably in 10 subjects who previously had 
had some form of prickly heat. The nature 
of this predisposition was not determined. 
Shelley and Horvath speculated that it might 
be related to the structure and permeability 
of the sweat duct wall. 


Recently, a patient who had had recur- 
rent attacks of clinically typical miliaria 
rubra was seen, and special studies were 
made. The patient, a 23-year-old white 
woman, had been bothered with showers 
of vesicular lesions over the shoulders an- 
teriorly during sieges of hot weather in the 
past five years. Attacks occurred once or 
twice each summer, were accompanied by 


itching and burning, and lasted some five . 


to six days. On examination, a scattering 
of turbid vesicular-appearing lesions with 
small erythematous halos was present in 
the shoulder areas anteriorly (Fig. 1). 
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SPECIAL STUDIES 


The delivery of sweat to the skin surface 
in the area of involvement was estimated by 
a modified starch-iodine test described in 
a previous report.? An initial control ob- 
servation was made, and a repeat test was 
performed after the intradermal injection 
of 0.1 cc. of a 1: 40,000 dilution of metha- 
choline chloride (Mecholyl). In both deter- 
minations, no sweat pores were visualized, 
indicating that complete sweat retention was 
present. Two biopsy specimens were ob- 
tained, and serial sections were done. Eight 
consecutive sections were stained by the 
Hotchkiss-McManus technique and every 
ninth section with toluidine blue. 


Serial sections of two vesiculopustular 
lesions failed to reveal any direct connections 
with adjacent sweat ducts. In several in- 
stances, sweat ducts skirted the vesiculo- 
pustular lesions but their course could be 
traced into the stratum corneum. Although 
the ducts were invariably plugged in their 
superficial epidermal portion, no gross ex- 
travasation of sweat into the vesiculopustule 
could be identified. 

Both of the two vesiculopustular lesions 
examined seemed to arise in the epidermis 
and both instances were continuous with an 


Fig. 1—Vesiculopustular, miliaria-like eruption 
associated with complete sweat retention. 






















Figure 3 


Figure 2 


Fig. 2—Appearance of vesiculopustule which 
accupies almost the entire thickness of the epidermis. 
Toluidine blue stain; reduced about 4% from mag. 
x 100. 

Fig. 3.—The sweat duct with its lining of Schiff- 
positive material is seen in almost its entire epi- 
dermal portion. The stratum corneum portion, filled 
with Schiff-positive material and surrounded by 
amorphous granular keratin, can be seen at arrow. 
Hotchkiss-McManus stain; reduced about 4% from 
mag. X 430. 








underlying sebaceous gland. This is shown 
in Figure 2. 

It was possible to trace the course of 
several ducts throughout their length. A 
unique and characteristic finding was pres- 
ent in the superficial epidermal portion of 
the ducts. The dermal portion of the duct 
appeared normal except for some dilatation 
in its deeper portion. With the toluidine 
blue stain, the lower epidermal portion of 
the duct appeared normal. More super- 
ficially in the squamous layer, the lumen 
appeared to be slightly swollen while at the 
level of the granular layer some swelling and 
fragmentation of the inner layer of the ductal 
sheath were seen. Small dark blue granules 
were also present in this area. In the stratum 
corneum, the lumen contained dark bluish 
material which had a doubtful metachromatic 
tinge. The circular bands of keratin were 
somewhat amorphous and granular in ap- 
pearance. In a section showing the epidermal 
portion of a sweat duct, the keratin around 
the lumen .of the duct in the stratum cor- 
neum had a distinct granular appearance. 

The appearance of the sweat duct in the 
stratum corneum was even more striking 
with the Hotchkiss-McManus stain. Schiff- 
positive material completely filled the lumen 
of the duct. The surrounding rings of kera- 
tin were remarkably changed in appearance 
from the normal keratin in adjacent portions 
of the stratum corneum. There was a distinct 
swelling and a peculiar granular and amor- 
phous appearance of the keratin fibers. In 
no instance was the duct seen to empty on 
the skin surface. These findings are illus- 
trated in Figures 3, 4, 5, and 6. 


Fig. 4.—Cross section of sweat duct in stratum 
corneum shown at arrows. Note the peculiar gran- 
ular and swollen appearance of the surrounding 
keratin. Hotchkiss-McManus stain; reduced about 
Y from mag. x 1600. 


Fig. 5.—Stratum corneum portion of duct shown 
at arrows. Lumen not visualized; Schiff-positive 
material has diffused into swollen granular keratin. 
Hotchkiss-McManus stain; reduced about % from 
mag. xX 1600. 


Fig. 6—Duct shown at arrows. Lumen fine and 
slit-like with surrounding amorphous and granular 
keratin. Hotchkiss-McManus stain; reduced about 
4 from mag. X 1600. 








UMI 





NEWS AND COMMENT 


SUMMARY not been seen previously in patients with 

A patient with a recurrent miliaria-like Sweat retention associated with various types 
eruption was found to have complete sweat of dermatitis. It may be that special predis- 
retention in the involved area. Serial sec- Position to miliaria is due to this unusual 
tions of tissue did not reveal connection Teactivity of the keratin around the sweat 
between vesiculopustules and the sweat POF. 
ducts, but continuity with underlying seba- REFERENCES 
ceous glands was found. The point of sweat 1. Shelley, W. B., and Horvath, P. N.: Experi- 
obstruction was found to be in the stratum mental Miliaria in Man: II. Production of Sweat 
corneum portion of the sweat duct. Here the Retention Anidrosis and Miliaria Crystallina by 
duct was filled with Schiff-positive mate- Verioup Kinda! of: Injury, J. tonetti De eet aay? 
Se Sia . (Jan.) 1950. III. Production of Miliaria Rubra 
rial. The keratin ring surrounding the ducts (Prickly Heat), ibid. 14:193 (March) 1950. 
at this point was swollen and had a charac- Comma Fh. abd Reel V: Sietea on 


teristic amorphous and granular appearance. Sweat Retention in Various Dermatoses, A. M. A. 
This unique appearance of the keratin has Arch. Dermat 71:425 (April) 1955. 
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News and Comment 





ANNOUNCEMENTS 





Prizes Awarded in Annual Essay Contest.—As before, keen competition marked the 
Annual Essay Prize Contest sponsored by the American Dermatological Association to stimu- 
late younger investigators to original work in the field of Dermatology and Syphilology. A total 
of 11 manuscripts were submitted to the Research Aid Committee of the Association, which 
based its decision on the following considerations : 

1. Originality of ideas 
. Potential importance of the work 
. Experimental methods and the use of controls 
. Evaluation of results 
. Clarity of presentation 
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. Historical background 
7. Bibliography 


The high quality of these manuscripts made it difficult to arrange them in order of merit. 
In the opinion of the judges, only a few points separated the three outstanding contributions. 


The, winners of the first prize are Dr. David W. Kersting and Dr. Elson B. Helwig. 
Their paper is entitled “Eccrine Spiradenoma.” The authors received a cash prize of $500.00, 
as well as an invitation to present the paper at the annual meeting of the American Dermato- 
logical Association held at the Belleview Biltmore, Belleair, Fla., Aprii 17-21, 1955 

The second prize went to Dr. A. Bunsen Lerner for his paper on “Vitiligo,” and the third 
prize was awarded to Miss Nancy Lasher and Dr. Allen L. Lorintz for their paper entitled 
“A New Pituitary Sebaceous Gland Tropic Hormone.” 


The sponsors of this project are encouraged by the number who participated and they extend 


heartiest congratulations to the winners. Details of the next annual contest will be forthcoming 
soon. 
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HENRY E. MICHELSON, M.D., Minneapolis 


AUMIHUNCUTUUUAAEUUU UT 


Cutaneous lesions which are indicative of 
various forms of metabolic disturbance have 
been identified and studied so that lesions of 
lipid metabolism, diabetes, glandular dys- 
function, etc., are recognized and are often 
of great diagnostic assistance. Abnormal 
porphyrin metabolism also is at times mani- 
fest by skin lesions, and photosensitivity is 
considered a contributing factor; thus one 
readily understands why skin lesions due to 
light sensitivity and the cutaneous signs of 
porphyria were considered to be related. 

Various eruptions due to sensitivity to 
light have long been known, and investiga- 
tors searched for a sensitizer, which they 
concluded was a product of metabolism or 
derived from ingested substances. Bazin in 
1862 and Hutchinson in 1888, respectively, 
described hydroa aestivale and summer erup- 
tion. It is interesting to note that those keen 
observers discussed the eruptions under con- 
sideration in relation to herpes simplex, 
simple prurigo, and erythema multiforme, 
for they were aware that the effect of sun- 
light, on exposed areas, had something to do 
with localization, a fact which is well known 
today, as, for example, the localization of 
ragweed dermatitis, and that the degree of 
injury to the tissues and individual cells de- 
termined the morphology of the eruption. 
Utilizing the knowledge that botanists had 
concerning chlorophyll metabolism and the 
part that light played, investigators sought 
analogous information, and in time hemato- 
porphyrin, found in the urine and feces in 
some patients with hydroa aestivale, was 
pronounced to be a causative factor in the 
production of the eruption, but patients with 
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the same disease had been observed without 
such a finding, and doubt was cast on the 
etiologic significance. In the literature of 
that time hematoporphyrin was a term ap- 
plied to all porphyrins, but it is now con- 
sidered to be an artificial product, formed 
from protoporphyrin. Thus, the chemical 
findings in the earlier reported cases have 
lost their value in the light of the present- 
day knowledge concerning the chemistry of 
the porphyrins. Nevertheless, the morpho- 
logic descriptions and the essential facts 
about the course of the disease were re- 
corded in splendid fashion. 

After carefully studying the excellent arti- 
cles of Jarisch,’ Frieboes,? Jesionek,? Stuh- 
mer,* etc., on hydroa aestivale, I have con- 
cluded that vascular or bullous eruption oc- 
curring on the face, ears, and hands, result- 
ing in crusting, scars, or even destructive 
disfigurement, or possessing other features 
of what is known as hydroa aestivale seu 
vacciniforme, can no longer be diagnosed as 
such but that one must consider in a sus- 
pected case, light-sensitivity dermatosis, epi- 
dermolysis bullosa, bullous pyodermas, con- 
genital or erythropoietic porphyria, and por- 
phyria cutanea tarda and that hydroa aesti- 
vale as an entity, distinct from any of the 
above, does not exist. For my part when 
the porphyrias are ruled out the eruption 
which suggests the diagnosis of hydroa 
aestivale should be called vesicular or bullous 
light-sensitivity dermatitis. I also believe 
that it would be advisable to discontinue the 
use of the term hydroa aestivale in describ- 
ing vesicular or bullous lesions in cases of 
true porphyria, for it perpetuates the con- 
fusion and in a sense designates hydroa 
aestivale to be a form of porphyria, which 
it definitely is not. 


The eruption of so-called hydroa aestivale 
is based on a high degree of light sensitivity, 
and, in contrast to solar erythema, the effect 
of the rays is on single separate small areas. 




















HYDROA_ AESTIVALE AND PORPHYRIN DERMATOSES 


The spots predilected to become lesions can- 
not be anticipated, except that they are on 
the face, especially the tip of the nose, cheeks, 
ears, sides of the neck, and backs of the 
hands. Integument which covers cartilage is 
particularly susceptible. The classic eruption 
is a vesicle or small blister closely sur- 
rounded by a ring of erythema. The center 
soon sinks, forming a dell, which, in turn, 
soon becomes a dark brown crust, and the 
end-result often is a white scar. This is in 
contrast to erythema solare, in which no 
scarring results. The contents of the lesion 
may be clear serum. Hemorrhages are often 
seen, and there is a resemblance to a chicken- 
pox vesicle. Either the lips may be involved 
with lesions like the above or a more diffuse 
cheilitis may be found. In the older litera- 
ture severe cases are described, in which de- 
struction of cartilage and bone took place 
and even scleroderma-like changes of the 
fingers had been encountered. This con- 
firms my suspicion that such cases were 
examples of true porphyria or possibly dys- 
trophic epidermolysis bullosa. On the other 
hand, we have found no evidence whatsoever 
that disturbed porphyrin metabolism is a 
basis for the development of epidermolysis 
bullosa. 

Histologic and experimental studies have 
shown that the lesions produced are largely 
dependent upon the layers most involved 
and upon the degree and amount of cell de- 
struction that takes place. That a sensitizer 
is brought to the parts, by way of the cir- 
culation, seems to be an obvious deduction, 
but many facts about the pathogenesis of the 
lesions are lacking. Certainly the individual 
lesions of so-called hydroa aestivale and the 
vesicular or bullous lesions of porphyria 
cutanea tarda are similar. Burning and itch- 
ing accompany the formation of the lesions 
and may supersede the actual lesions, but 
they disappear as the lesions regress. 

Hydroa aestivale, I believe, is one of the 
light-sensitive dermatoses and need not have 
a special name, but when an eruption is en- 
countered which answers the description of 
a condition usually called hydroa aestivale 
a form of porphyria should always be ex- 


cluded, and I must repeat that, if the case is 
proved to be one of porphyria, the skin 
lesions should not be called hydroa aestivale 
but should be morphologically described. 

Hydroa is a term which was applied to a 
group of eruptions and is defined as an in- 
tensely itching vesicle or flat blister. I be- 
lieve Bazin used the term first. Unna*® 
stated that it meant to him a group of con- 
ditions which had vesicular lesions accom- 
panied by severe itching. He described hy- 
droa mitis, hydroa gravis, hydroa gestationis, 
hydroa herpetiformis, etc. Aestivale means 
pertaining to summer, and Bazin, as well as 
Crocker, added vacciniforme to the title, be- 
cause the vesicles in that form of hydroa 
were not unilocular and could not be emptied 
by puncture; thus they resembled a vaccina- 
tion lesion. I think hydroa is an obsolete 
term. It is too indefinite and cannot be used 
to define a particular distinguishable lesion 
and therefore should be discarded. 

Another query comes to mind. Namely, 
is not the eruption which has been called 
hydroa aestivale always a form of porphyria? 
Possibly an arrested form of any type of 
porphyria which has photosensitivity and a 
subsequent eruption? In a case of hydroa 
aestivale chemical findings may be lacking 
which are essential for the diagnosis of por- 
phyria but liver dysfunction may be present. 
Maybe functional damage of the liver is a 
requisite for the pathogenesis of “hydroa 
aestivale” lesions. There are some recently 
published articles which suggest this. Thus 
Hubner ® examined the urine of seven pa- 
tients who had eruptions which might be 
classified as hydroa aestivale and found evi- 
dence of increased porphyrin excretion as 
well as increases of urobilinogen and urobilin, 
and in five of the seven patients there were 
proofs of disturbance of liver function. Kim- 
mig" studied ether extracts of the urine in 
two patients who had polymorphous light- 
sensitive dermatoses. In one, porphyrin was 
present in the urine, but it was absent in the 
other. In both patients there was a strong 
absorption band between 480 and 500 mp. 
The ether extracts of the urine injected intra- 
peritoneally in mice produced light sensitiv- 
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ity, as evidenced by scratching and agitation, 
and the animals died in a few hours. Kim- 
mig was unable to determine the nature of 
the substances. Kosenow and Treibs,® being 
aware of Watson’s reports of hemolytic 
anemia in congenital porphyria, studied a 12- 
year-old patient with mild hydroa aestivale 
and found primary fluorescent red blood 
corpuscles as well as a porphyrin-metal com- 
plex, whose nature they could not ascertain. 
The above findings suggest the need of liver- 
function tests and blood examinations in pa- 
tients who have the hydroa aestivale type 
of eruption. 

The eruption of hydroa aestivale is a poly- 
morphous one, consisting of erythema; 
papules; eczematous areas, almost always 
with vesicles, and small bullae. The histologic 
examination of the lesions does not yield an 
entirely characteristic formula. There are 
changes in the epidermis as well as in the 
cutis. The primary damage is a necrosis, 
which soon leads to inflammation and vesicle 
formation. There is edema and at times 
hemorrhage in the cutis which effects the 
epidermis and may cause subepidermal bulla 
formation. There is a sparse infiltrate, and 
the effect on the collagen is similar to that 
seen in mild roentgen dermatitis. The 
changes are sharply circumscribed, and at 
the periphery there is an increase in the 
epidermal pigment. Older lesions show more 
infiltrate and a thickening or even fibrosis 
of the connective tissue. Histologic examina- 
tion of lesions of hydroa aestivale and of 
the cutanea tarda type of porphyria are simi- 
lar, but since both diseases have quite a 
variable picture, depending upon the age of 
the lesions, a differentiation or conclusive 
identification on histologic grounds cannot be 
made. 

Spectroscopic examination of fresh biopsy 
specimens of the skin in such cases is being 
undertaken by Dr. Nadine Smith, which 
may lead to a more exact differentiation. 
Fluorescence of the lesions and of the blister 
content was negative in one case of hydroa 
aestivale type of light-sensitivity dermatitis 
examined by us, while in cutanea tarda there 
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is marked fluorescence, especially of the 
aspirated blister fluid. 

The above studies emphasize the impor- 
tance of investigating every case of hydroa 
aestivale with erythropoietic or hepatic por- 
phyria in mind. Studies of the blood and 
the liver and spectroscopic studies of ether 
extracts of the urine can be done quite easily. 
The routine examination for porphyria as 
advocated by Dr. Watson’s group includes 
bone marrow and liver biopsy studies. These 
procedures should be considered when 
marked liver dysfunction and/or severe 
anemia is found. Only by an accumulation 
of data will we be able to establish hydroa 
aestivale to be a light-sensitivity dermatosis 
or a form of mild or arrested porphyria. 


THE PORPHYRIAS 


Porphyria is a term applied to a group 
of syndromes, each of which has character- 
istic features and allows the general term 
to be divided into forms which have their 
own name. -All are based on excessive forma- 
tion and excretion of uroporphyrin and 
coproporphyrin and/or their precursors. 

Since I am dealing only with those forms 
which have cutaneous manifestations, I shall 
not attempt to outline the chemistry, but the 
reader has access to a voluminous and cogent 
literature. 

Classification of the porphyrias is neces- 
sary for an understanding of the complexity 
of the condition, and changes in classifica- 
tion are based on facts as they are discovered. 
Undoubtedly improvements in the classifica- 
tion will be made, and probably more con- 
clusive tests and findings will be established 
for diagnosing a particular type of porphyria. 

Watson’s classification is the latest and, 
I believe, the best one for dermatologists to 
adopt. It is based on the concentration of 
porphyrins in certain tissues and, accord- 
ingly, divides the porphyrias into the follow- 
ing: (1) porphyria erythropoietica, wherein 
the concentration is in the red cells of the 
bone marrow, and (2) porphyria hepatica, 
which, as the name implies, shows the liver 
to be the principal depot. Patients with skin 
lesions may be found in either category. 
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HYDROA AESTIVALE AND PORPHYRIN DERMATOSES 


In porphyria erythropoietica (porphyria 
congenita, Giinther) all of the patients have 
photosensitivity and cutaneous lesions. 

Porphyria hepatica is subdivided into four 
forms: (1) intermittent acute, (2) cutanea 
tarda, (3) mixed or combined, and (4) 
latent. 

Skin lesions are found only in cutanea 
tarda and in some cases of the mixed type. 
However, as knowledge is accumulated and 
new facts are gleaned it would not be sur- 
prising if transient photosensitivity would 
be found to occur in patients in any of the 
divisions. 

Porphyria erythropoietica is an exceed- 
ingly rare but classic disease, quite easily 
recognized by one familiar with it. Watson, 
whose experience in porphyria is second to 
none, has studied 5 cases in a total of 160, 
while the same material contained 23 cases 
of cutanea tarda and 11 of the mixed type. 

The disease, as the former name implies, 
is congenital. It has even been said to be 
present in the fetus. One of the earliest 
symptoms is photosensitivity, which by the 
way has also been noted in babies who later 
developed xeroderma pigmentosum. Much 
of the early knowledge about congenital or 
erythropoietic porphyria came from the con- 
tinuously observed and completed case of 
one Mathias Petry, who was 18 years of age 
in 1911, when Hans Giinther reported this 
most extraordinary case. He called the con- 
dition hematoporphyrie and emphasized the 
vast amount of endogenously produced por- 
phyrin and the marked photosensitivity, 
which had been present since the second year 
of life. This was manifest by a bullous erup- 
tion on the face and hands. There was also 
marked brown pigmentation, severe mutila- 
tion of the hands, atrophy of the nose and 
ears, and scars of the forehead, chin, and 
eyelids. The eye bulbs were prominent. There 
were scleral ulcers. The patient complained 
of hyperalgesia except in the atrophic areas. 
The urine was port-wine in color. 

Petry was under constant clinical observa- 
tion from 1911 until his death, in 1925. He 
was studied by H. Fisher, Borst, and Konigs- 
dorfer, besides Giinther. He had a perma- 


nently dark urine since 20 months of age. 
Each summer between March and November 
he had a blistering eruption of the face and 
hands accompanied by brown pigmentation. 
The hands became mutilated, with a sclero- 
derma-like fixation of the phalanges, which 
finally reduced the fingers to mere stumps. 
One finger removed surgically showed the 
bones to be discolored a deep brown, and 
later at postmortem examination the entire 
skeleton was found to have the same. dis- 
coloration. This was reminiscent of the 
discoloration found in animals with ochrono- 
sis. The teeth were also discolored, having 
a magenta tint. 

At one time in his life Petry developed a 
pleural effusion, which contained uroporphy- 
rin. The postmortem examination showed 
many organs involved, but, strangely, there 
was no enlargement of the liver, although 
the spleen was enormous (1450 gm.). 
Fisher’s chemical analyses revealed uropor- 
phyrin I and III, also coproporphyrin, as 
well as intermediary porphyrins and hematin. 
The scapula contained a copper salt of uro- 
porphyrin and a brown pigment. An anemia 
of high degree existed only terminally. This 
brief résumé of Petry’s case gives the essen- 
tial findings. 

Since 1925 quite a large number of cases 
of so-called congenital porphyria have been 
reported. Schmid * reviewed these reports 
in 1952 and thought that only one-quarter of 
those tabulated could be classified as erythro- 
poietic porphyria, the rest being examples of 
hepatic porphyria with light sensitivity or 
cutaneous lesions. 

Erythropoietic porphyria is of interest to 
dermatologists because the skin is involved 
and because many of the diagnostic signs are 
easily seen on inspection. 

The fact there is a high porphyrin content 
in the developing red blood cells in the 
marrow is the basis for the new name. 

What to me is most important for derma- 
tologists is to investigate cases of so-called 
hydroa aestivale as well as similar papular, 
vesicular, or plaque cases of sunlight derma- 





* Schmid, R., cited by Watson.® 
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titis for the presence of altered porphyrin 
metabolism. Fluorescence studies of erythro- 
cytes may throw some light on the patho- 
genesis of such eruptions and may make it 
possible to establish the existence of sub- 
clinical or arrested cases of erythropoietic 
porphyria. 

The other type of porphyria which is of 
interest to dermatologists in particular is the 
cutanea tarda type of hepatic porphyria. It 
is characterized by photosensitivity and a 
bullous eruption which may be provoked not 
only by sunlight but also by trauma; hence 
not only is the similarity to hydroa aestivale 
striking but also epidermolysis bullosa comes 
into consideration. This is a disease of adults 
developing after the third or fourth decade of 
life, although examples have been seen in 
childhood. 

Porphyrin excretion takes place through 
the kidneys ; therefore, urine examination for 
fluorescence is the first investigation in a 
suspected case. More refined examinations 
can be made after the preliminary diagnosis 
is established. 

The following simple tests may be of value: 

To determine porphyrins in the urine, if one sus- 
pects porphyria 

1. Acidify urine with hydrochloric acid and ex- 
amine for fluorescence under Wood's light; if 
fluorescence is seen, porphyrins are present. 

2. Acidify a second sample of urine with acetic 
acid and extract with ether; this removes copropor- 
phyrin, which is ether-soluble. If the aqueous layer 
still fluoresces red, it is uroporphyrin. 

3. Test another portion of urine for porphobilino- 
gen (procedure of test is listed below). 

Quantitative test for uroporphyrin and copropor- 
phyrin 

1. Extract coproporphyrin with ether and com- 
pare the extract fluorescence with a known copro- 
porphyrin standard in a fluorophotometer. 

2. Acidify the aqueous residue which contains uro- 
porphyrin with 5% hydrochloric acid and compare 
its fluorescence with the coproporphyrin standard. 

Test for Porphobilinogen: Mix equal parts of 
urine and Ehrlich’s reagent in a test tube. To the 
mixture add an equal volume of saturated aqueous 
sodium acetate. A few cubic centimeters of chloro- 
form are then added. The aldehyde compound of 
porphobilinogen remains in the aqueous fraction, 
while that of urobilinogen is completely extracted 
with chloroform. This is pathognomonic of acute 
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intermittent porphyria. No urinary porphobilinogen 
is present in cases of pure cutanea tarda porphyria, 
though this reaction is positive in “mixed” cases. 


CUTANEA TARDA TYPE OF PORPHYRIA 


There is a similarity in the history and 
physical findings of many of these patients. 
The age is usually 40 to 60. The male sex 
is preeminently involved. The patients either 
are outdoor workers or are exposed to the 
elements continuously for long periods, i. e., 
several years, not just a vacation time. There 
is often a history of long-continued mod- 
erately severe drinking (whiskey, wine, or 
large amounts of beer). Loss of weight up 
to 20 Ib. (9 kg.) is frequently noted. There 
is no history of abdominal cramps nor of 
mental or nervous ailments. The eruptions 
and pigmentations are most prominent on the 
hands, although lesions on the forearms and 
face are also found. The covered parts of the 
body are free, as are the legs and feet, where 
one might expect lesions excited by trauma. 
The eruption is almost always in a tanned 
area of skin and consists of a few lesions. 
The lesions are not all of the same age, nor 
alike. There is a gradual transition from a 
vesicle or small blister to an indurated 
prurigo-like lesion, although there is no 
verrucous change. Many of the lesions are 
round excoriations or shallow ulcers covered 
with an adherent dark crust. Areas where 
lesions previously existed may feel indurated 
and there may be a scar—usually not. Milia 
have been reported in scars. We have seen 
no mutilations. Subcutaneous as well as sub- 
ungual hematomas may be the result of a 
forgotten trauma. Severe injuries such as a 
blow with a hammer do not produce a larger 
or more severe lesion, i. e., the lesions are 
not in direct ratio to the severity of the 
trauma. Mixed infections or at least pyo- 
dermic lesions are common. The exposed 
parts have a noticeable deep brown pig- 
mentation, which strikes one as being due 
to more than tanning. It is more like the 
pigmentation of persons working with as- 
phalt or tars. Conjunctivitis of a low grade 
is often present. Hypertrichosis is often 
reported. 




















HYDROA AESTIVALE AND PORPHYRIN DERMATOSES 


As a rule, the eruption causes no sub- 
jective symptoms, although some patients 
complain of tenderness and burning sensa- 
tions. 

The histological findings are variable but 
fairly constant. They may be summarized as 
a vesicular or bullous eruption involving the 
epidermis, with bulla formation usually but 
not always subepidermal. Cutis changes con- 
sist of edema, infiltrate, and degenerative 
changes of the connective tissue. The histol- 
ogy varies with the age of the lesions and is 
much less severe than in other bullous erup- 
tions such as erythema multiforme or pem- 
phigus. Differentiation from epidermolysis 
bullosa may be difficult. The histology is not 
a criterion in the diagnosis. Fluorescent or 
spectroscopic studies of biopsy material 
would be of great help if discoveries of dif- 
ferential value were found. 


The mixed or combined type of porphyria 
embraces cutaneous, abdominal, and/or 
nervous manifestations. If photosensitivity is 
present it may be a prominent symptom at 
one time either alone or combined with other 
symptoms, but the abdominal or nervous 
symptoms which are absent in the cutanea 
tarda type are the prominent symptoms in 
the mixed variety. 

The boundaries for outlining what is in- 
cluded in any of the forms of hepatic por- 
phyria are not rigidly set. Photosensitivity 
in itself cannot be the determining factor. 
Just as in all diseases, variants will be found, 
which at times make classification difficult. 

It must be emphasized that a diagnosis 
of porphyria cannot and should not be based 
on cutaneous findings alone. The condition 
affects many tissues and produces a variety 
of symptoms, which will not be covered here. 
The reader is urged to consult Watson’s ® 
article in Volume 6 of “Advances in Internal 
Medicine” (1954) for a detailed account of 
the entire subject. 


SUMMARY 


I have attempted to review briefly the 
salient points about porphyrin dermatoses. 
In so doing I have urged that hydroa aesti- 
vale be considered as a form of light- 


sensitivity dermatitis and that it so be called. 
I have decried using the term hydroa aesti- 
vale as a descriptive term for the skin lesions 
of porphyria, because it implicates altered 
porphyrin metabolism as the basis for hydroa 
aestivale. On the other hand, all patients 
with eruptions of that nature should be 
investigated for porphyria. I have intimated 
that abortive or arrested cases of porphyria 
might exist and that this might be an ex- 
planation for the cases whose eruption sug- 
gests a diagnosis of porphyria which, how- 
ever, cannot be substantiated chemically. 

I also urge that epidermolysis bullosa be 
disassociated from porphyria; for the con- 
dition is not based on altered porphyrin 
metabolism. 

The entire subject of porphyria empha- 
sizes again the importance of cutaneous signs 
in metabolic disturbances. 


Dr. C. J. Watson and Dr. Samuel Schwartz of 
the University of Minnesota discussed the above 
article with me and made criticisms and suggestions. 
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Obituaries 





ZOLA K. COOPER, Ph.D. 
1904-1954 


N OCTOBER 23, 1954, in her 50th year, Dr. Zola K. Cooper was found dead 

in her room. Although not completely recovered from a serious illness acquired 

two years before, she had resumed all of her duties and on the day preceding her 
death had spent many extra hours in her laboratory. A Dermatopathologic Seminar 
was to be presented at a meetitig of the Southern Medical Association, and she had 
toiled long and tenaciously to make it a success. The enthusiasm and appreciation 
with which the seminar was received was a tribute to her sincere painstaking effort. 


Dr. Cooper was educated at Washington University in St. Louis, obtaining 
an A.B. degree in 1925, an M.S. degree in 1926, and a Ph.D. degree in 1929. Her 
association and appointments in the School of Medicine began immediately as a 
Research Fellow and progressed to Associate Pathologist, Instructor, and finally 
Assistant Professor of Pathology and Assistant Professor of Pathology in Medicine 
(Dermatology). Her service was continuous except, for three years as Assistant 
and Associate Professor in the Department of Histology and Embryology at the 
University: of Oklahoma from 1946 to 1949. For many years she was Consultant 
Pathologist to the Barnard Free Skin arid Cancer Hospital. 


Equipped with a keen mind and an intense desire to serve and instruct, she 
was meticulous in preparation of a lecture, a conference, a seminar or a demon- 
stration. She was recognized throughout the medical world as an authority on the 
pathology of skin diseases, particularly in the fields of cytology and virology. 
Blessed also with patience and an even temperament, she was happiest when teaching 
interns and trainees the fundamentals and pitfalls of dermato-pathology. Much 
time was devoted to the young men and women in medicine, whose successful 
careers provided her with gratification and delight. They are her devoted students 
and friends. 


Zola will be missed by her friends and associates in the American Academy of 
Dermatology, by the dermatologists who relied so explicitly on her opinion, by her 
conferees in the Medical School, and particularly will she be mourned by those of 
us in the Department of Dermatology, who not only deeply respected but also loved 
her dearly. 


Ciinton W. Lang, M.D. 




















Clinical Notes, New Instruments and Techniques 





PSORIASIS PRECIPITATED BY MINOR TRAUMA 


GEORGE E. MORRIS, M.D., Boston 
TLL 


There has been some discussion in dermatological 
literature as to whether superficial trauma to the 
skin can be considered to be an adequate cause for 
the appearance of psoriasis in that particular area. 
During the past several years, I have noted several 
cases of psoriasis following. trauma, both in} and 
out of industry, and I herein present two cases in 
which psoriasis has followed trauma. While these 
are not of industrial origin, the minor trauma which 
precipitated them can easily be duplicated in many 
industries. Thus, the skin of workers in many trades 
may be subjected to superficial abrasions, such as 
paper cuts in stenographers, scratches by ‘slivers of 
metal in machinists, knife cuts in butchers, etc. 


Fig. 1.—Lesions of psoriasis along the line of a 
scratch. 








Fig. 2—Psoriasis at sites of scratch tests by an 
allergist. (Nore: The pictures show diffusion of 
the patches from the original small area of trauma 
to a larger area.) 


Photographic evidence and brief clinical histories 
are presented to demonstrate conclusively that 
psoriasis can follow minor trauma to the skin. 


Case 1.—The picture of the leg shows psori- 
asis of this area on a woman who had broken her 
leg, and to which a cast had been applied. The cast 
had then been cut off with an electric saw, and the 
picture shows that the woman developed lesions of 
psoriasis in the line where she had been scratched 
by this instrument. 

Case 2.—Figure 2 shows psoriasis broken out at 
the sites where a patient was scratch-tested. The 
allergist who was trying to make a diagnosis did 
not recognize that the patient had psoriasis, for 
which scratch tests are not of value, and so he pre- 
cipitated psoriasis by the very superficial scratches 
which are made by allergists—surely not much 
trauma to the skin. 

In these cases, there can be no question but that 
the psoriasis arose from minor trauma. It-is very 
obvious, for instance, in Case 2 that the patient has 
no lesions on the arms except where scratch-tested 
and therefore that trauma was the direct precipitat- 
ing cause. 
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Had these cases been of industrial origin’ (which 
they were not), and had the patients in question re- 
ceived: like minor’ skin injuries, they would -have 
been. adjudged occupational eruptions in Massachu- 
setts. This, then, would be part answer to a ques- 
tion recently raised by Farner? in this journal, 
wherein ‘he stated that when psoriasis “may .. . 
make its appearance in a scratch, abrasion, or in an 
area subject to friction .. . question may arise as to 
the causal relation between the lesion . . . and [the 
patient’s] work.” There can be no question but 
that, under Massachusetts law at least, were any 
one of the above cases hypothetically acquired while 
at work, it would accurately be held to be “an in- 
jury, damage, or harm or disease (of the skin) 
which arises out of or in the course of employ- 
ament.” * 





* Johnson Case, 217 Mass. 388, as cited by 
Downing.? 
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SUMMARY AND CONCLUSION 
Some physicians have expressed doubt that psori- 
asis can follow. minor trauma. Two cases are pre- 
sented, with accompanying photographs, which 
prove that such trauma is sufficient to precipitate 
psoriasis in persons. who have psoriasis. 


520 Commonwealth Ave. (15). 
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BULLOUS LICHEN PLANUS WITH ONYCHATROPHY 


ROBERT K. GARDNER, M.D., Canton, Ohio 
H. H. JOHNSON Jr., M.D. 

and 

G. W. BINKLEY, M.D., Cleveland 


HUMIC 


A number of changes have been described due 
to the involvement of the nail bed or nail matrix 
with lichen planus. These changes have been well 
summarized by Juliusberg.1 Only three cases of 
permanent and complete onychatrophy were referred 
to in this review. Review of the literature through 
1953 has revealed three additional cases.” 

In view of the rarity of this complication of lichen 
planus, this case is reported. 


REPORT OF A CASE 


The patient is a well-preserved white woman, 
aged 80. She states that between four and five years 
ago, thickening associated with fissuring of the 
palms and loosening of the fingernails appeared. 
This was accompanied by much pruritus. The proc- 


Fig. 1—Fingers showing complete atrophy of 
most of the nails. 





ess gradually cleared, although all but two finger- 
nails had disappeared. Over the last two years, the 
patient has been aware of the gradual thinning of 
the toenails. "In December, 1953, she developed 
painful heels, followed in seven days by the ap- 
pearance of persistent blisters and purplish red 
areas over soles, 

General physical examination reveals no neuro- 
logic lesions. .There are numerous discrete and 
confluent violaceous papules on the heels and in- 
step. Several of the plaques contain deep-seated 
vesicles. A number of the nail beds are involved 
with similar violaceous papules. Some of. the toe- 
nails are atrophic, and both first nails are absent, 
with pterygium formation. All of the fingernails 
except the right second and third are atrophic, with 
pterygium formations (Fig. 1). The dorsum of the 
tongue and small areas of the buccal mucous 
membranes present white plaques. 

Histological examination of a papule from the 
medial aspect of the left foot showed a moderate 
hyperkeratosis, with a prominent stratum granulo- 
sum. Moderate acanthosis was present, with edema 
and ‘dissociation of the basilar layer and migration 
of lymphocytes into the basilar layer. There was a 
sharply marginated band of infiltration in the upper 
corium consisting of small round cells and an 
occasional histiocyte (Fig. 2). 

Superficial roentgen therapy and oral bismuth 
therapy have resulted in partial regression of the 
lesions. 





































COMMENT 


Lichen planus has frequently been responsible 
for atrophic lesions of the skin,? and when occur- 
ring in the scalp* has led to atrophy of the hair 
follicles with resulting alopecia. It should not, there- 
fore, be unreasonable to expect atrophy of the nail 
matrix if this area is completely involved with 
similar lichen planus lesions. It is interesting that 
reports of this condition are so infrequent, only six 
reported cases having been discovered on review 
of the literature. The associated lichen planus 
lesions in this case are characteristic both clinically 
and histopathologically. 


718 Tuscarawas, W. (Dr. Gardner) 
10515 Carnegie Ave. (Drs. Johnson and Binkley) 
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Fig. 2.—Histological examination of lichen planus : 
papule from foot. 
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CLINICAL EVALUATION OF FIVE-TENTHS PER CENT 


HYDROCORTISONE OINTMENT 


LAWRENCE FRANK, M.D., Brooklyn 
CONRAD STRITZLER, M.D., Queens 
and 

JEROME KAUFMAN, M.D., Brooklyn 


AVL 


Hydrocortisone has now been established as an 
effective medication for topical use in many derma- 
tologic conditions.* Most investigators have re- 
ported on the value of a 1% concentration of hydro- 
cortisone acetate and have stated that concentrations 
below 1% were of no value.¢ It has recently been 
shown,t however, that the free alcohol of hydro- 
cortisone is more effective topically than the hydro- 
cortisone acetate. Accordingly; an ointment contain- 
ing a concentration of a 0.5% hydrocortisone free 
alcohol was clinically evaluated and compared with 
the same ointment in a 1%-concentration. Our re- 
sults showed that a 0.5% hydrocortisone free alcohol 
ointment is a useful and effective medication topi- 
cally. 


From the Division of Dermatology and Syphilol- 
ogy, Department of Medicine, State University of 
New York College of Medicine at New York City. 

The hydrocortisone ointment used in this study 
was supplied as Cortril Topical Ointment through 
the courtesy of Charles Pfizer & Company. Inc. 

* References 1, 2, and 3. 

+ References 2 and 4. 

t References 3 and 5. 

























METHODS AND MATERIALS 


Two hundred eighty-two patients were treated 
with two ointments containing a concentration of 
0.5% hydrocortisone free alcohol and 1% hydro- 
cortisone free alcohol. 

Wherever possible, contralateral areas were 
treated with each ointment for comparative evalua- 
tion. When contralateral areas could not be treated 
because of location, both ointments were alternated. 
Conditions treated were atopic dermatitis, contact 
dermatitis, nummular eczema, hand eczema, neuro- 
dermatitis, seborrheic eczema, and pruritus ani and 
vulvae. The subjects included in this series were 
only those who showed a favorable response to one 
or both medications. 


RESULTS 


Of the two hundred eighty-two patients using 
both ointments, one hundred sixty-nine found the 
0.5% and the 1% equally effective ; 80 patients found 
the 1% more effective, and 33 patients found the 
0.5% more effective. : , 

In general the impression was that the 0.5% con- 
centration was about 75% as effective asthe 1% 
concentration. It was also noted that-frequently.a 
better response to :the 0.5% was obtained. in, those 
areas where: treatment was initiatedwith the 1% 
concentration and. then maintained: withthe 0.5% 
concentration. . 
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SUMMARY AND CONCLUSION 


Two hundred eighty-two patients were treated 
with two ointments containing a 0.5% and 1% hy- 
drocortisone free alcohol. In general most patients 
found both medications beneficial and equally effec- 
tive; a smaller group found the 1% concentration 
more effective. If hydrocortisone ointment is to be 
used for an extended period, it is suggested that 
both concentrations be tried and the lower concen- 
tration be used for maintenance therapy as the 
financial saving to the patient at this time may be 
considerable. 
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TREATMENT OF PYOGENIC DERMATOSES WITH 


TETRACYCLINE HYDROCHLORIDE 


LAWRENCE C. GOLDBERG, M.D., Cincinnati 
UIA 


The introduction of new drugs invites clinical in- 
vestigation as to their therapeutic efficacy. This 
report is based on clinical findings resulting from 
the sole or supportive treatment of selected derma- 
toses with tetracycline hydrochloride (Tetracyn *). 
This drug} is a derivative from chlortetracyline in 
which the chlorine atom is replaced by a hydrogen 
atom. This new compound has pharmacologic prop- 
erties similar to its parent drug but appears to be 
more soluble and stable. It has been found that 
tetracycline can be tolerated at higher levels than 
chlortetracycline or oxytetracycline. It produces a 


minimum of side-reactions such as nausea, vomit- 


ing, and diarrhea. Its antibacterial activity is al- 
most identical to that of its analogues and it is 
readily diffused throughout the body after oral ad- 
ministration. 

The present report is a clinical study which was 
started April 1, 1954, and was concluded Sept. 30 
of the same year on a total of 145 patients. All of 
these patients had some type of pyogenic skin dis- 
ease. This group consisted of 14 patients with im- 
petigo contagiosa, 40 patients with the pustular 
phase of acne vulgaris, rosacea, and acne necrotica, 
8 cases of herpes zoster, 2 of oral aphthous ulcers, 
4 with chancroid, 34 with impetiginized dermatoses, 





* Tetracyn is the brand name of crystalline tetra- 
cycline hydrochloride and was supplied for this 
study through the courtesy of J. B. Roerig & Co., 
Chicago. 
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22 with local and generalized folliculitis, 3 with 
secondary burns, 14 with infectious eczematoid 
dermatitis, and 4 with hidradenitis. 

In this particular group of cases, the untoward 
reactions were few and far between. There was an 
occasional mild generalized and local (anal) pruri- 
tus. Only a few patients complained of gastric dis- 
tress. One patient had nausea and vomiting. Two 
patients had moderately severe urticaria. One pa- 
tient developed a moderately severe erythema multi- 
forme bullosum after the ingestion of three tablets. 
A Tzanck test was negative and the hemogram was 
normal in this patient. 

Hemograms and urine studies were done on cases 
selected at random, and no abnormalities were 
noted. No bacteriological studies were done since 
these are included in the reference. 


COMMENT 


Tetracycline hydrochloride (Tetracyn) in a dos- 
age of 250 to 1500 mg. daily controlled infections 
of the skin easily and promptly. These included 
impetigo contagiosa, and pustular phase of acne vul- 
garis, rosacea, and necrotica, folliculitis, impetig- 
inized dermatoses, infectious eczematoid derma- 
titis, and hidradenitis. It cured chancroid and pre- 
vented infection in severe secondary burns. It was 
of no value in aphthous ulcers of the mouth and did 
not affect the course of herpes zoster. The untoward 
reactions in this series of cases were minimal. An 
occasional patient complained of pruritus, gastric 
distress, and urticaria. One patient developed ery- 
thema multiforme bullosum. The blood and urine 
examinations that were taken revealed no abnormal 


} 
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INTRAMUSCULAR TRYPSIN IN DERMATOSES 


reactions to the drug. Tetracycline is another anti- 
biotic, and is reported’ with a sincere belief that not 
only is it of value in the treatment of the above- 
mentioned dermatoses, but should be tried in other 
similar dermatoses. A new drug should be added 
to our therapeutic armamentarium only when it 
does its job as well as or better than its predeces- 
sors. 


623 Doctors Building. 
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FAILURE OF INTRAMUSCULAR TRYPSIN 
COURSE OF CERTAIN INFLAMMATORY 


JAMES H. GRAHAM, M.D. 
and 
PAUL LE VAN, M.D., Los Angeles 


TNA 


The observed anti-inflammatory effects of par- 
enteral trypsin as reported by numerous authors, 
including Innerfield and associates,! Laufman and 
Roach,?2 Fisher and Wilensky,? Hopen and Cam- 
pagna,* and others, aroused interest in what effect 
this enzyme would have upon certain dermatoses 
characterized by a marked inflammatory compo- 
nent. Many of the previous studies of clinical re- 
sponse to trypsin had been based on both intra- 
venous and intramuscular use of the drug. A 
review of the toxicity and side-effects of trypsin 
indicated this substance to have certain hazardous 
potentials and undesirable side-reactions when ad- 
ministered intravenously. Laufman and Roach ? re- 
ported side-effects consisting of transitory chills, 
abdominal cramps, and local irritation and throm- 
bophlebitis at the site of infus?: 1. Innerfield and 
associates 1 noted transient facial flushing and a 
sense of warmth and local endophlebitis at the site 
of infusion. Wright,5 in a personal communication 
with Ormond and Knight, reported general signs 
and symptoms suggesting pulmonary embolism in 
one patient and local venous thromboses in six 
other patients. Fisher and Wilensky * observed 
generalized side-effects of chills, headache, in- 
testinal pain, chest pain, and local thrombus forma- 
tion at the site of the infusion. Peck® reported 
generalized reactions characterized by flushing of 
the face and a warm feeling, suffocation sensation 
in the throat, salty taste, chills, fever, anorexia, 
nausea, abdominal cramps, vomiting, and aching 
pain in the upper extremity. In addition, he reported 
secondary thrombotic and embolic reactions. Taylor 





From the Division of Dermatology, Department 
of Medicine, University of California Medical 
Center, and the Medical Service, Wadsworth 
General Hospital, Veterans Administration Center. 


TO ALTER THE 


DERMATOSES 


and co-workers,’ in intensive animal studies em- 
ploying intravenous trypsin, demonstrated intra- 
vascular clotting, hemorrhages into the tissues, and 
focal necrosis in the musculature of the heart and 
diaphragm. 

Because of the foregoing untoward reactions 
and the nature of the dermatoses to be treated, it 
was felt that the risk and discomfort of intra- 
venous administration were not justified. It re- 
mained to be determined whether trypsin injected 
intramuscularly in the recommended dosage would 
suppress and hasten resolution of certain in- 
flammatory processes of the skin. 


Clinical Response of Various Dermatoses 
to Intramuscular Trypsin 











Clinical Response 
Y git a we 
Excel- 
No. Pa- lent to 
Diagnosis tients Good Slight None 
Atopic dermatitis........ ll 2 6 3 
Eczematous dermatitis.. 1 0 0 1 
Dermatitis venenata..... 1 0 0 1 
Exfoliative dermatitis... 1 0 0 1 
Pyogenic ulceration...... 1 0 0 1 





MATERIAL AND METHODS 


A group of 15 hospitalized patients with derma- 
toses characterized by a pronounced inflammatory 
component were selected for this study. 

The clinical types of dermatitis treated are set 
forth in the Table. Of the 15 patients, 11 had 
atopic dermatitis and 1 each had eczematous derma- 
titis, dermatitis venenata, exfoliative dermatitis, 
and pyogenic ulceration of the leg. 

The patients received 2.5 mg. of trypsin* in- 
jected intramuscularly two times daily for periods 
ranging from 7 to 10 days. Plasma antithrombin 
levels 1 were determined according to a modifica- 





* Parenzyme, in oil, a product of the National 
Drug Company, Philadelphia. 
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tion of the method of Quick. While significant 
alterations were noted in the plasma antithrombin 
levels following the administration of trypsin intra- 
muscularly, at no time were these changes of such 
degree as to cause concern or alter the treatment 
schedule. 

RESULTS 


Daily observations of response to treatment in- 
cluded an evaluation of changes in erythema, weep- 
ing, and scaling; alterations in pruritus, when pres- 
ent, and over-all clinical progress. Results were 
tabulated as excellent to good, slight, and no 
change. The Table sets forth the clinical response 
observed. Of 11 patients with atopic dermatitis, 
only 2 evidenced “excellent to good” response. Six 
patients of this group were “slightly” improved, 
while three showed no change during or after treat- 
ment. Each of the patients with eczematous derma- 
titis, dermatitis venenata, exfoliative dermatitis, 
and pyogenic ulceration failed to show any clinical 
change attributable to the treatment. All of the 
patients showing response of any degree during 
treatment reverted to their initial state following 
cessation of therapy. 


COMMENT AND CONCLUSIONS 


The previously reported marked anti-inflamma- 
tory effects of both intravenously and intramus- 
cularly administered trypsin were not observed in 
a group of dermatoses treated by the intramuscular 
route alone. While intramuscular administration 
yielded little side-reaction and no observed toxic 
effects, a significant alteration in the plasma anti- 
thrombin levels was obtained. Although a greater 
degree of anti-inflammatory activity may be forth- 
coming from the intravenous use of trypsin, the 


inherent dangers and undesirable  side-reactions 
make this method of administration impractical in 
the treatment of the dermatoses studied. 


The laboratory work was performed by Pa- 
tricia A. Peel, Ed.M., aided by a grant from the 
United States Army. 
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USE OF ROTARY PUNCHES FOR SKIN BIOPSY 


MAX WOLF, M.D., New York 
TULA 


Most American dermatologists perform biopsies 
with scalpels or with punches. The diameter of the 
American punch is wider at its base than at the 
cutting edge. The tapered circumference gives the 
punch a conical shape. Penetration of the skin with 
the punch is produced by a rotary movement of the 





The rotary punch is made for us by Emesco 
Dental Co., New York (Figure). 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman) and the Skin and Cancer Unit 
of the University Hospital. 
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heavy handle of the punch. European dermatologists 
prefer motor-driven punches. The _ cylindrical 
punch-knife, also called trepan, was originally de- 
scribed by E. Kromayer in 1905.1 The shaft of the 
punch-knife is attached to a handpiece which is 
connected through a flexible cable to a mounted 
high-speed dental motor. Since 1927, I have used 
a motor whose speed was controlled with the aid 
of a rheostat knob located on the base, and since 
1953, a foot-controlled rheostat has been used. 
The following technique is employed: After disin- 
fecting and anesthetizing the selected site, the punch 
fixed to the handpiece is placed perpendicularly 
against the surface of the skin. A very slight touch 
of the foot control of the rheostat is sufficient to cut 
and lift the skin block from the surrounding area. 
The punched-out cylindrical material is separated 
with scissors from the subcutaneous layer. If a 








UM 





UMI 


TINEA BARBAE—T. RUBRUM 


deeper biopsy is desired (e. g., in dermatoses occur- 
ring on the legs, such as erythema nodosum, ery- 
thema induratum Bazin, or vasculitis) the foot 
pedal should be pressed down farther to increase 
the speed of the revolutions of the punch. A punch 
with a diameter of 2 mm. is sufficient for the aver- 
age biopsy, and frequently the wound may not re- 
quire suturing. If complete removal of the lesion is 
indicated at the time that tissue is removed for 
histological examination, an adequately sized punch 
may be used for total removal. The necessity for 





A 10 mm. wide rotary punch-knife. 


suturing will depend on the size of the punch and 
the location of the affected site. 

The advantages of electrically driven punches 
are: (1) that the edges of the biopsy material are 
round and sharply defined and are never crushed, 
as may often result from the relatively irregular 
rotating movements of the hand punch; (2) that 
specimens of hyperkeratotic and extremely thick- 
ened skin, such as occurs, for example, in localized 
scleroderma or hyperkeratotic lesions of the palms 


and soles, may easily be removed for biopsy, by us- 
ing the full speed of the motor in the same manner 
as deeper layers of subcutaneous tissue together 
with cutis can be removed in skin conditions in 
which pathological changes are suspected in the 
deeper layers, and (3) that the motor-driven 
punches lend themselves to accurate performance 
of the biopsy method described by L. J. A. Loewen- 
thal.2 

The cylindrical rotary punches are made in sizes 
from 1 to 10 mm., and as they are made of vana- 
dium steel they do not lose their sharpness even after 
repeated boiling. Sterilization in alcohol or in any 
suitable disinfecting fluid is adequate. The use of 
motor-driven punches for biopsies is a completely 
simple, safe, and reliable method which enables the 
dermatologist to get satisfactory material for histo- 
logical examination. The necessity for repeated 
biopsies may be prevented in this manner. 


969 Park Ave. 
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TINEA BARBAE CAUSED BY TRICHOPHYTON RUBRUM 


HERMAN H. SAWICKY, M.D. 

ANDREW G. FRANKS, M.D. 

and 

CLAIRE L. TASCHDJIAN, B.S., New York 


UNIT 


Widespread and bizarre cutaneous lesions caused 
by Trichophyton rubrum are being reported with 
increasing frequency.* 

Cases of tinea barbae caused by T. rubrum are, 
however, infrequently encountered and are rarely 
seen in the urban centers of northeastern United 
States. 

Since the case reported by Loewenthal and Rein 
in 19517 and that of Ludwig in 1953® from this 
Institution, three proved cases have been observed 
by us at the Skin and Cancer Unit of the New York 
University Hospital. 


From the Department of Dermatology and 
Syphilology, New York University Post-Graduate 
Medical School (Dr. Marion B. Sulzberger, Chair- 
man) and the Skin and Cancer Unit of New York 
University Hospital. 

* References 1 to 6. 


Case 1.—J. K., a white man, aged 43, was seen 
in May, 1951, with the history of a recurrent erup- 
tion on the legs, buttocks and groins of 12 years’ 
duration and a recent eruption on the bearded area 
of the face and neck. Examination revealed ery- 
thematous, scaling, circinate lesions with vesicu- 
lar borders on the legs, buttocks, and groins. The 
bearded regions of the face and neck presented fol- 
licular, papulopustular lesions. Microscopic exam- 
ination of hairs from the chin and neck, and scrap- 
ings from the groin lesions showed mycelial ele- 
ments, and T. rubrum was obtained in culture from 
both sites six days after inoculation. 

Case 2.—J. R., a white male executive, aged 42, 
was first seen in August, 1952, with the history of 
a swelling of the upper lip of 18 days’ duration. 
An erythematous, boggy, tender mass was seen on 
the left side of the upper lip, extending to the left 
nares but not involving the vermilion border of the 
lip. The remainder of the bearded region of the 
upper lip presented many follicular papulopustules. 
Neither the remaining skin surface nor the nails 
showed involvement. 

Bacteriologic studies revealed a hemolytic Staph- 
ylococcus albus that was resistant to streptomycin, 
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chlortetracycline (Aureomycin), oxytetracycline 
(Terramycin), and chloramphenicol (Chloromy- 
cetin), and sensitive to penicillin and bacitracin. 

Treatment with penicillin intramuscularly and 
bacitracin topically over a period of 10 days failed 
to modify the eruption. 

Hairs were then taken from the bearded area of 
the upper lip and stained by the Hotchkiss- 
McManus method. A dense network of filaments 
surrounding the hairshaft with some penetration 
into the cuticle was observed. Hairs planted on 
Sabouraud’s agar yielded a white cottony growth 
with deep purple pigmentation on the reverse side. 
A transfer from this culture to rice infusion dex- 
trose agar t grew into a small port-wine-colored 
colony typical of T. rubrum. 

Case 3.—J. G., a white retired man, aged 72, 
was seen in April, 1953, with the history of a 
swelling of the upper lip and the center of the chin 
of four weeks’ duration. The patient presented an 
erythematous, boggy, follicular, papulopustular 
eruption involving the upper lip, chin, and right 
malar region. 

Hairs from these areas showed mycelial ele- 
ments on direct examination. Cultures on. Sab- 
ouraud’s agar were typical for T. rubrum. 

Further examination of this patient revealed in- 
volvement of the big-toe nails, the interdigital 
spaces of the feet, the plantar aspects, the groins, 
and the buttocks. T. rubrum was obtained from 
each of these sites. 


SUMMARY AND CONCLUSION 
Three cases of tinea barbae due to Trichophyton 
rubrum are presented. 
Former opinions that T. rubrum rarely parasit- 
izes the hair require modification. 





+ References 9 and 10. 
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NECROBIOSIS LIPOIDICA DIABETICORUM 
INTERCAPILLARY GLOMERULOSCLEROSIS 
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AMIEL TR 


Necrobiosis lipoidica diabeticorum is a cutaneous 
disorder which often presents a vivid diagnostic 
picture. The lesions consist of round, oval, or ir- 
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regular well-defined firm plaques, yellow at the 
center, violaceous at the periphery, usually located 
on the lower extremities, but may occur else- 
where. Later, the center becomes depressed and 
atrophic because of tissue destruction, and in cer- 
tain instances ulceration may supervene. In a 
small percentage of cases, the cutaneous lesions may 
precede any evidence of a metabolic disturbance. 
In 90% of the cases, however, the cutaneous 
lipoidosis is generally associated with diabetes 
mellitus; it may almost be said that necrobiosis 
lipoidica diabeticorum is a cutaneous manifestation 
of diabetes mellitus. Many internists firmly believe 
that intercapillary glomerulosclerosis, or the Kim- 
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melstiel-Wilson syndrome, is a nephritic expression 
of an underlying diabetes meilitus. The syndrome 
consists of diabetes mellitus, nephritic edema, gross 
albuminuria, and hypertension. Surveys of a series 
of autopsies revealed two forms of the condition, 
nodular and diffuse. The nodular form consisted of 
one or two balis of hyaline-like material which 
were found lying between the capillaries in the 
glomerular tufts of the kidneys. The diffuse form 
resembled changes seen in chronic glomerulone- 
phritis. The incidence of intercapillary glomerulo- 
sclerosis is high in cases in which diabetes mellitus 
develops early in life and persists for many years. 


The first example of this cutaneous lipoidosis was 
described by Oppenheim‘ in 1929 under the title 
“Dermatitis atrophicans lipoidica diabetica.” Ur- 
bach 2 in 1932 presented the second case, and gave 
it the present accepted title. In this country the 
first case was presented in 1934 by Zeisler and 
Caro. In 1940 Hildebrand, Montgomery, and 
Rynearson * described eight more examples of this 
dermatosis and indicated that trauma may be a 
factor in the development of these cutaneous lesions. 
Joslin 5 in 1952 thoroughly described intercapillary 
glomerulosclerosis, which was first described as an 
entity by Kimmelstiel and Wilson in 1936. 

Recently, we had--the opportunity to observe a 
patient with diabetes mellitus who had both necro- 
biosis lipoidica diabeticorum and intercapillary glo- 
merulosclerosis, and, since we found no such case 
reported, we deemed it advisable to present this 
report. 


REPORT OF A CASE 


W. H., a white man, aged 32, was first seen on 
March 22, 1954, in the dermatologic clinic of Mt. 
Sinai Hospital. In March, 1932, he had been hos- 
pitalized in a state of coma, and his condition was 
diagnosed as diabetes mellitus. In 1938 he first 
noticed a blemish on the right thigh. In 1944 a 
brown spot appeared on top of the left foot. In 
1951, following multiple injuries of both legs, he 
saw many brown spots on the shins. 

Physical Examination—The patient was a slen- 
der, moderately developed, white man. On the 
dorsum of the right thigh a 3 by 4 cm. brownish- 
yellow lesion was seen. The border of this lesion 
was firm, incomplete, and over 0.5 cm. in width, and 
surrounded an area of atrophy. On the dorsum of 
the left foot was a 4 by 4 cm. reddish-brown plaque, 
the lower outer area of which appeared atrophic. 
On both legs were many brownish-yellow lesions, 
some of which showed atrophy. On the plantar sur- 
face of the right toe was a scar of a healed trophic 
ulcer. Funduscopic examination of the eye revealed 
a berry aneurysm and retinal exudates. 


Laboratory Data.—The blood pressure was nor- 
mal. The fasting blood sugar was 138 mg. per 
































































Ma eee BEET WOT aes 

Histologic features showing homogenization and 
degeneration of collagen fibers surrounded by an 
infiltrate, consisting of connective tissue cells, 
histiocytes, and lymphocytes. 
100 cc., and blood urea nitrogen was 36.6 mg. Other 
blood chemistry findings were carotene 86.2 mg. per 
100 cc., and vitamin A 357, O. I. U. per ml. Urine 
examination showed 3+ albumin and 1% sugar. 

Spectroscopic examination of a biopsy specimen 
showed the following results: 


Base Na 

Major constituents Fe, K 

Minor Mg, Cu, P 

Traces Zn, Ca, Al, Aq, Si 


Histologic examination of a biopsy specimen 
taken from one of the lesions confirmed the diag- 
nosis of necrobiosis lipoidica.diabeticorum. 


CONCLUSION 


This case presented the combination, not hitherto 
reported, of necrobiosis lipoidica diabeticorum, 
plus intercapillary glomerulosclerosis (Kimmelstiel- 
Wilson syndrome) in a patient with diabetes mel- 
litus. Spectroscopic analysis showed an excess of 
sodium in the tissue. 
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ELEPHANTIASIS NOSTRAS VERRUCOSA 
Lymphostatic Verrucosis 

PERK LEE DAVIS, M.D., Paoli, Pa. 
Hi 


Many times, through ignorance, people indulge 
in self-administered home remedies. The results are 
often tragic, as the following case report illustrates. 


REPORT OF A CASE 


Mary L., aged 43, had been troubled with 
dermatophytosis of both feet for five years. She 
had received many diverse medical treatments, in- 
cluding x-ray therapy for this condition. Impatience 
prompted Mary to resort to a remedy suggested by 
a well-meaning friend who had gathered her in- 
formation from an article in a digested book maga- 
zine. This article suggested the use of a phenol 
(carbolic acid) and camphor preparation for the 
cure of athlete’s foot. Perhaps it was Mary’s 
embryo-scientific zeal which prompted her to use the 
preparation on her left foot only, leaving her right 
foot as a control. 

After one. application of the remedy she devel- 
. oped a severe erysipelas-like infection with lymph- 
angitis extending from the toes to the groin on the 
left side. The extremity was considerably swollen 
with redness and induration, Chills and fever of 
100 to 105 F accompanied the condition. It was 
necessary to use combined penicillin and sulfon- 
amides throughout the acute phase of the infection. 
Results of severe inflammation of the entire extrem- 
ity resulted in a lymphedema. Numerous surgical 
attempts to relieve this elephantiasis-like swelling 
were unsuccessful. As the years progressed the ver- 
rucose changes became more evident and the pa- 
tient more incapacitated. 

The Figure shows the condition of Mary’s foot 
when she presented herself for treatment. Several 
years of futile attempts by medical and surgical 
means to remove her lymphedema finally con- 
vinced her that amputation alone offered her the 





From Davis Clinic, Paoli Medical Center. 
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Elephantiasis nostras verrucosa. 


only means of relief. She is now using a prosthesis 
below the knee and is ambulating satisfactorily. 


COMMENT 


Usually the cases of elephantiasis in this country 
are due to recurrent bouts of erysipelas-like lymph- 
angitis. To be sure, this patient had chronic infec- 
tion from the long-standing relapses and remissions 
in the dermatophytosis of her feet. 


SUMMARY 


A case of elephantiasis nostras verrucosa is re- 
ported. The chronic infection and the application of 
an escharotic produced an erysipelas-like lymph- 
angitis which resulted in chronic lymphedema and 
verrucose changes. 
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SILICA PREGRANULOMA 


ERVIN EPSTEIN, M.D. 

BRUNO GERSTL, M.D. 

MORRIS BERK, M.D. 

and 

JOSEPH P. BELBER, M.D., Oakland, Calif. 


‘VATU ETAL A 


N A PREVIOUS paper by one of us 
(E. E.),' it was suggested that the long 
incubation period in silica granuloma was 
basically due to physical factors. These in- 
cluded the very slow solution of glass, sand 
or other silicon-containing material by the 
tissue fluids. This resulted in the deposition 
of silicon dioxide in the tissue and in the 
washing away of soluble salts by the circu- 
lation. A sarcoid reaction did not develop 
until sufficient free silica had been deposited 
in the tissue. 


This would presuppose a pregranuloma 
stage when the silica was being deposited in 
the tissues. This stage has not been reported 
previously. Therefore, the following two 
cases are presented. 


REPORT OF CASES 


Case 1.—E. D. B., 47-year-old Negro man, con- 
sulted one of us on May 27, 1954. Three months 
previously he had been hit on the forehead with a 
beer bottle at a party. A long jagged laceration 
resulted and he was taken to an emergency hospital. 
The wound was débrided, and all visible pieces of 
glass were removed. The defect was closed by 
suturing. Since this time, small pieces of glass had 
been extruded from the scar intermittently. On 
examination, he presented four small nodules scat- 
tered along the scar. A small spicule of glass was 
removed from one nodule, and this nodule healed 
spontaneously in less than one week. The other 
three lesions were shaved off and trichloroacetic 
acid was applied to the bases. Within three weeks, 
all of the lesions were healed. 





From the Veterans Administration Hospital. 


Histologic examination showed mild inflammation 
and moderate edema (Fig. 1). A rare foreign-body 
giant cell was noted. Occasionally, a small group of 
epithelioid cells was encountered, suggesting the 
early formation of a tubercle. This was not associ- 
ated with a lymphocytic collar. Probably, the edema 
accounted for the nodule formation. No anisotropic 
bodies could be demonstrated on polariscopy. 

Case 2.—A. J. C., 43-year-old white man, was 
seen on Aug. 23, 1954. He stated that two years 
before he had been hit on the forehead with a “fire 
brick.” The wound was débrided and sutured. About 
four months before he was seen, several nodules 
developed in the scar. One month later, similar 
lesions appeared on the lobes of his ears. On 
examination, he presented several small, firm, non- 
tender, purplish nodules in the scar on his forehead. 
In addition, there was slight swelling, induration, 
and purplish discoloration of the lobes of his ears. 
Despite exhaustive x-ray and laboratory studies, 
there was no evidence of sarcoidosis of the lungs, 
bones, liver, eye, etc. Biopsy of both types of lesion 
showed inflammatory foci, mostly lymphocytic: but 
with some mononuclear cells, arranged basically in 
a perivascular distribution (Fig. 2). Neither epi- 
thelioid tubercles nor giant cells could be found. 
The section from the forehead contained various- 
sized, brownish-green bodies (Fig. 3). These ranged 
in size from 1004 to 150u. Some showed an absence 
of surrounding inflammatory reaction. Similar 
smaller bodies were noted also, ranging in size 
from 154 to 25. Stains for iron were negative. 
Under polariscopic examination, small bright 
crystals could be seen in the foreign bodies and in 
the adjacent tissue (Fig. 4). These persisted after 
microincineration and acid digestion. of the tissue. 
Similar foreign bodies were not present in the sec- 
tions from the ears. Brick dust examined micro- 
scopically and polariscopically revealed a similar 
picture. 

The lesions healed promptly after surgical re- 
moval of the nodules in the scar. 


COMMENT 


From these two cases, it is suggested that 
when glass, brick, or other silicon-containing 
substances first enter the skin there is no 
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Fig. 1 (Case 1)—Edema and mild inflammation; 
reduced about 50% from mag. x 130. 


E Pea, 


Fig. 2 (Case 2).—Inflammatory foci; reduced 
about 50% from mag. x 130, 


Fig. 3 (Case 2).—Foreign bodies in tissue; re- 
duced about 50% from mag. x 650. 


tissue reaction. Edema is the initial change. 
This is followed by the liberation of silica 
into the tissues. It is impossible to state: 
exactly when this deposition starts but at 
two years the process is not too far ad- 
vanced. This is accompanied by inflamma- 
tory changes with foreign-body giant cells. 
Then, sometime between 10 and 15 years 
later, enough silicon dioxide is deposited to 
cause the formation of a sarcoid reaction. 

The diagnosis of silica pregranuloma is 
based on a number of factors. The first is 
historical, that is, an injury with a silicon- 
containing substance. Second is the develop- 
ment of a nodule, or multiple nodules, in the 
scar produced by this traumatic experience. 
Third, is the presence of free silica or a 
silicon-containing compound in the tissues 
with or without inflammatory changes. A 
true silica granuloma may be said to have 
developed when the aforementioned features 
are present plus a sarcoid reaction in the tis- 
sues. 

While it ts simple and tempting to theorize 
that silica pregranulomas eventuate in silica 
granulomas unless treated surgically, or 
possibly with steroids, this is not neces- 
sarily so. As shown previously,’ it is pos- 
sible that sensitization to the silica must 
be present in those with silica granuloma. 
In many instances, persons get pieces of 
glass, sand, pottery, etc., in their skin with- 
out this resulting in the development of a 
silica granuloma. In fact, these substances 
are inert in vivo more commonly than reac- 
tive. This explains the rarity of silica granu- 
loma. It is very likely that these substances 
undergo the same dissolution in the presence 
of tissue fluids as that demonstrated in pa- 
tients with silica granuloma. The lack of 
pathologic reaction in such patients must 
be due to an absence of the iodiosyncrasy 
found in individuals with silica granuloma. 
However, the presence of inflammatory 
nodules in patients with silica pregranu- 
loma suggests the presence of tissue sensitiza- 
tion to these usually inert substances. There- 


Fig. 4 (Case 2).—Anisotropic bodies under 
an light; reduced about 50% from mag. 
x 4 
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NEWS AND COMMENT 


fore, it is likely that such lesions would 
progress to the sarcoid reaction of true silica 
granuloma. 

SUMMARY 


Two cases of silica pregranuloma are pre- 
sented. 

The first manifested four nodules in a 
scar three months after a cut with a beer 
bottle. These were due to edema and healed 
rapidly when glass spicules were removed 
from the skin. 


A second patient, cut by a brick, developed 
nodules in the scar two years later. Biopsy 
studies showed inflammatory changes with 
some anisotropic bodies morphogically and 
chemically resembling silica. 

These changes, i. e., edema and inflamma- 
tion, probably precede the sarcoid reaction 
of true silica granuloma. 


REFERENCE 
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ANNOUNCEMENTS 


Duke University Course in Medical Mycology.—A course in Medical Mycology will be 
offered during July 5 to July 30, 1955, at Duke University School of Medicine and Duke 
Hospital. Instruction by members of the departments of medicine, pathology, and bacteriology 
will emphasize the clinical, pathological, and therapeutic aspects of fungus infections. Patients, 
clinical materials, cultures, and laboratory animals will be available for study. An opportunity 
to study pathological materials, gross and microscopic, will be given those whose interest and 
previous training would make this of value to them. The practical laboratory aids which help 
to establish a definitive diagnosis will be stressed. The course is open to clinicians, pathologists, 
bacteriologists, technicians, and others who have an interest in the medical phases of mycology. 
Classes meet six days a week. Inquiries concerning this course should be directed to Dr. Norman 


F. Conant, Duke Hospital, Durham, N. C. 
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BRONX DERMATOLOGICAL SOCIETY 


Emanuel Muskatblit, M.D., President 


Henry Silver, M.D., Secretary 
Dec. 16, 1954 


Clinical Evaluation of Tetracycline in Pustular Dermatoses. Presented by Dr. CHARLES 
R. Rem. 


A series of 106 patients with pustular dermatoses were treated with orally administered 
tetracycline. Of this group 90 patients were maintained on therapy of 1 gm. per day in four 
divided doses over a period of four weeks. 

Tetracycline was of definite value in that 42.2% had a marked improvement, 44.4% had a 
moderate improvement, and 13.3% showed a slight improvement. 

Adverse reactions appeared to be less frequent and less severe than with previously employed 
broad-spectrum antibiotics, and consisted of nausea, vomiting, cramps, flatus, diarrhea, ano- 
genital pruritus, hairy tongue, stomatitis, and burning sensation in the throat. 

Tetracycline serum concentrations determined at varying intervals following completion of 
therapy gave measurable evidence of a cumulative effect. 

Preliminary investigations with a new Monilia complement-fixation test seem to indicate that: 

(a) Tetracycline taken in doses of 1 gm. per day for 28 days did not cause seronegative 
patients to become seropositive. 

(b) The incidence of adverse clinical reactions was higher in the seropositive group than in 
those who were seronegative. 


I. Progression of Alopecia Areata Through Alopecia Totalis to Alopecia Generalizata. 
II. Peculiar Nail Changes (Obliteration of the Lunulae by Erythema) While 
Under Cortisone Therapy. III. Allergic Eczematous Contact Dermatitis from the 
Binding of a Toupee or the Adhesive Used to Hold It in Position. Presented by 
Dr. Morris LEIDER. 


L. S., a 41-year-old white man, started to lose hair in patches beginning in November, 1953. 
The first spot appeared then in the beard and stayed stationary for three months. In the sub- 
sequent months, beginning in February, 1954, more areas of circumscribed hair fall appeared 
on the scalp and face. Consultations and treatment were sought from the very beginning. The 
usual “stimulating” ointments containing salicylic acid, resorcin, and ammoniated mercury 
or sulfur were inuncted, and phenol applications plus ultraviolet radiation were endured for 
weeks and months. In spite of these measures, hair continued to fall steadily until the entire 
scalp and face became altogether smooth. Lately the hair of the body has begun to go. 


The patient is a high-strung, worrisome person from way back. There is, however, no 
history of an acute emotional crisis in October or November of 1953, but in January, 1954, the 
patient went into debt. Financial worries have always been a favorite pastime, and the new 
impoverished status provided only a greater degree of the same thing. Remission of the 
presenter’s medical fees has not yet effected a cure. 


About three months ago the patient was placed on cortisone therapy in doses of 150 mg. 
daily. Within two weeks he called attention to a change in the nails of both hands and feet. 
Upon examination an erythema was seen creeping over and obliterating the usual whiteness 
of the lunulae. Cortisone was continued in spite of this effect or coincidence until the patient 
began to complain of gastrointestinal symptoms suggestive of peptic ulcer. Such symptoms 
had been experienced many times before,in the mentally turbulent life of this subject. How- 
ever, cortisone was stopped. The gastrointestinal distress abated in time. However, the nail 
changes not only persisted, but the patient claims that further changes in the form of 
koilonychia have appeared. Cortisone was resumed after a time and again discontinued because 
gastrointestinal distress reappeared after a while. 
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About two months ago, the patient acquired a toupee which improved both his appearance and 
morale. But such are the fortunes of destiny that about two weeks ago he developed a vesicular 
eruption on the brow exactly in the artificial hairline where the transformation is stuck on with 
a spirit gum (collodion, lacquer?). A patch test with the gum was negative on the arm, but the 
clinical appearance, the sharp and localized position, and tests of avoidance and reexposure 
implicate the adhesive or the wig binding. 


DISCUSSION 

Dr. Morris Lerper: The case is presented, aside from general interest, to inquire if any- 
one has noted nail changes such as are described either as a part of the complex of alopecia 
areata or as a consequence of cortisone therapy. 


Ehlers-Danlos Syndrome. Presented by Dr. A. J. OrFuss. 


J. F., a 12-year-old white boy, was seen for the first time in April of 1954. 


The patient was born “very soft.” His pediatrician said he had “soft bones,” and treated the 
patient with many injections of unknown materials, cod liver oil by mouth, and other medications. 
Hyperextensibility of the joints was noticed from the beginning, but hyperelasticity of the skin 
was overlooked. Development was otherwise normal, The patient’s aunt and cousins also have 
“loose” joints but not to the same extent as the patient. Cuts have always healed well. 

Physical examination reveals a port-wine stain of the right eye region which has been 
treated with 10 thorium X treatments so far, with slight improvement. The hyperelasticity of the 
skin and hyperextensibility of the joints are easily demonstrable. The skin is also noticeably 
soft and smooth. 

DISCUSSION 


Dr. Morris Lerper: I wish to remark on the statements in the protocol of this case that 
the patient was born “very soft” and that the skin is “soft and smooth.” I have noticed on several 
occasions upon examination of patients for other conditions, or upon handshake, an unusually 
soft feel to the hand grip. Upon further examination, I have always found at least forme fruste 
degrees of the Ehlers-Danlos syndrome in the form of more than normal hyperextensibility of the 
joints and hyperelasticity of skin in such cases. French writers on this subject have said that 
many tissues, including bone, are more than normally elastic in the Ehlers-Danlos. syndrome. 
In the matter of softness, such as is appreciated in the handshake, I imagine the musculature is 
soft and hyperelastic and that this is what creates the nice sponge rubber sensation. A note on the 
phenomenon has been published (Leider, M.: Forme Fruste of Ehlers-Danlos Syndrome, Urol. 
& Cutan. Rev. 53:222-223, 1949). 


Necrobiosis Lipoidica. Presented by Dr. Hans BrsersteEINn and (by invitation) Dr. SIDNEY 
G. CLyMAN. 


Reason for Presentation—This case is presented to demonstrate in a case of necrobiosis 
lipoidica abnormal blood lipid concentration and an abnormal glucose tolerance curve which 
suggests hypoglycemia rather than diabetic tendency. 

A. S., a 32-year-old white woman in apparent good health noted “red patches” on the right 
and left shins four or five years ago. These spots have since become larger. An ulceration 
developed in one area on the left leg six months ago. The only other apparently relevant piece 
of history is that the patient states that she feels faint in the morning if she does not eat early. 

Upon examination several sharply demarcated flat plaques are seen on both shins. These have 
atrophic, glazed, yellow centers, and a violaceous periphery. There is a large superficial ulcera- 
tion on one lesion on the right leg. 

The blood studies are as follows: 


Lipids Glucose Tolerance Test 
Total lipids: 1,171 mg./100 ce. (normal 500-700) Control 70mg./100 ce. 
Fatty acids: 881 mg./100 ec. (normal 200-420) % hr. 105 
Lipid. P: 11.6 (normal 7-14) 1 hr. 90 
Cholesterol: 290 (normal 160-230) 2 hr. 75 

3 hr. 60 
4hr. 40 
5 hr. 50 


The urine is free of sugar. 
The biopsy is as follows: Extending from the subpapillary region of the collagen there are 
arciform masses of cells surrounding areas of degenerated bluish-staining collagen. These 
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masses consist of epithelioid and various types of giant cells and extend to the fat. In the fat 
are focal tubercle-like formations consisting of various types of giant and epithelioid cells. In 
other areas the reaction is that of a banal type and consists mainly of round cells. The vessels, 
especially in the fat, are thickened and occasionally narrowed. The fat stain reveals only fat in 
the cutis. Diagnosis: Necrobiosis lipoidica. 

Serologic tests for syphilis are negative. 


Diffuse Scleroderma with Lung Involvement. Presented by Dr. JoHN GARB. 

Kaposi’s Sarcoma. Presented by Dr. ERNEST ROSENBAUM. 

Favus Cured by X-Ray Epilation. (Follow-Up Presentation). Presented by Dr. A. J. OrFuss. 

1, Lymphoblastoma? (Trunk). 2. Eosinophilic Granuloma? (Face). Presented by Dr. A. A. FISHER. 
Syringoma. Presented by Dr Max WOLF. 

Mycosis Fungoides? Presented by Dr. J. H. POLLOCK. 

Adenoma Sebaceum with Tuberous Sclerosis. Presented by Dr. JOHN Gars and Dr. Irwin I. LUBOWE. 
Lichen Sclerosus et Atrophicus. Presented by Dr. Max WOLF. 

Congenital Onycholysis or Pachyonychia Congenita? Presented by Dr. A. A. FISHER. 

Lichen Planus. Presented by Dr. A. A. FISHER. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Gerard A. DeOreo, M.D., President ; 
_ Benjamin P. Persky, M.D., Secretary 


Allen E. Walker, M.D., Reporter 
Nov. 18; 1954 


Case 1. Myoblastoma (Granular Cell Type). Presented by Dr. Gerarp A. DEOREo. 


A 48-year-old white woman with an enlarging pea-sized, painful and tender nodule over the 
sternal area of the chest of six months’ duration. 


Case 4. Leiomyoma Cutis with Possible Involvement of the Esophagus. Presented by 
Dr. C, L. Cummer, Dr. C. G. LaRocco, and Dr. Gerarp A, DEOREO. 


A 73-year-old white woman was first presented to the Cleveland Dermatological Society in 
September, 1937 (Arch. Dermat. & Syph. 37:323, 1938). The lesion has slowly increased in 
size, extending from the original nodule to involve the skin from the area of the left breast 
upward to the clavicle and laterally to the deltoid area. There has been a gradual increasing 
difficulty in swallowing and pain in the epigastrium associated with eating. Barium studies and 
gastroscopic examination of the upper gastrointestinal tract revealed no tumor, but a pale mucosa, 
with the lumen of the esophagus showing irregular areas of constriction. 


Case 7. Leiomyoma Cutis. Presented by Dr. GErarD A. DEOREO. 


A 42-year-old white woman with multiple eniarging tumors of the cheeks, sensitive to touch 
and temperature, of two years’ duration. 


DISCUSSION ON THREE PRECEDING CASES 


Dr. J. R. Hasericx: I am in complete agreement with the presenters in the cases of leio- 
myoma cutis. The histopathologic sections in the second case of leiomyoma cutis revealed a 
striking picture of extensive smooth muscle infiltration. It may well be that the very proliferation 
of the smooth muscle bundles to this degree accounted for the somewhat confusing clinical 
appearance. 

Dr. G. A. DEOREO: These cases show a variety of muscle tumors as they may affect the 
skin. In Cases 4 and 7 we are dealing with leiomyoma cutis. In Case 4 the lesions are deep-seated, 
arising from the musculi arrectores pilorum apparatus. The internist who has been attending 
this woman feels that there is some involvement of the esophagus; esophagoscopy reveals. some 
narrowing of the lumen but no suitable material for biopsy was removed. In Case 7 we are 
dealing with a superficial type of smooth muscle tumor, producing many tiny papules arising 
from the hair follicles and sebaceous glands. Clinically this type strongly resembles syringoma ; 
it was the biopsy that established the proper diagnosis in this case. 
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Case 1 presents an embryonic type of muscle tumor, which microscopically shows bundles of 
large cells having a characteristic granular cytoplasm. Because of the comparatively rapid growth 
of this lesion this patient has been referred to a surgeon for complete excision of the area. 


Case 2. Pityriasis Rubra Pilaris. Presented (by invitation) by Dr. Jonn A. KENNEY JR. 


A 4-year-old Negro boy with plaque-like areas of follicular hyperkeratosis and associated 
depigmentation of skin of one and one-half years’ duration. It disappeared for several months, 
only to recur and become more extensive, involving the legs, arms, face, and trunk. There is a 
past history of infantile eczema during the first year of life. Response to treatment with vitamin 
A, 50,000 U daily, and local application of a coal tar ammoniated mercury ointment has been 
dramatic. 

DISCUSSION 


Dr. I. L. Schonserc: There is not much follicular plugging today, but I would be more 
inclined to call this a keratosis pilaris, rather than a pityriasis rubra pilaris. 

Dr. H. N. Cote Jr.: These grouped folliculopapular eruptions are always very interesting 
and frequently of unknown etiology. It is my feeling that many of these reactions occurring in 
children are an id reaction to either a bacteria or fungus. This case is not transitory enough to be 
lichen scrofulosorum. 

Dr. A. E. WaLKER: There is a definite history of eczema, both in the child and in the family. 
I felt that this was a follicular type of eczema which we occasionally see. 

Dr. Huco Hecut: This does not look like pityriasis rubra pilaris to me, nor can I explain 
the wide spots of depigmentation. 

Dr. F. M. McDonatp: I am hesitant to accept the diagnosis of pityriasis rubra pilaris, 
particularly in view of the normal skin on the hands and fingers. In addition, there is a decided 
tendency for these small lichenoid papules to group together in circinate configuration. Dis- 
regarding the duration, I would ordinarily accept this as lichen scrofulosorum. There is, 
however, no report of a roentgen examination of the chest. 

Dr. E. W. NetHeErtTON: I would like to ask the presenter if these lesions earlier were 
discrete hyperkeratotic papules with spines, as is seen in lichen spinulosis. They also respond to 
vitamin A therapy. 

Dr. Joun A. KENNEY Jr. (by invitation) : The picture has changed much from the original, 
so much so that I hesitated to present the case today. Therapy-has altered it considerably. There 
were discrete follicular papules and spines in the original eruption. Because of the family history, 
I too entertained the possibility of eczema, but in view of the lack of response to hydrocortisone 
acetate ointment and antihistamines, it seemed that other diagnoses had to be considered. At 
first we thought there might be infantile eczema, with the eruption of the feet being explained 
on the basis of an accompanying tinea pedis. However, repeated scrapings and cultures were 
negative. 


Case 3. Chronic Radiation Dermatitis and Basal Cell Epithelioma. Presented by Dr. 
BENJAMIN LEVINE. 


A 62-year-old white woman with a basal cell epithelioma of the upper lip, developing on an 
area of radiodermatitis resulting from x-ray therapy used by a beautician for removal of 
superfluous hair of the face. ; 


Case 6. Paget’s Disease of the Nipple. Presented by Dr. I. L. ScHonseERG and (by invita- 
tion) Dr. Jerome Z. Litt. 


A 26-year-old white woman with a red, scaling lesion of the left nipple of 18 months’ duration. 


DISCUSSION 


Dr. H. N. Core Jr.: In the case of the epithelioma following irradiation, I would be 
worried about further changes to a squamous cell epithelioma because of its proximity to the 
vermilion border of the lip. 

Dr. J. R. Driver: In the case of the lip lesion, was there a therapeutic attempt made to 
destroy the lesion or just the biopsy? 
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Dr. Benjamin Levine: After performing the biopsy I completely destroyed the lesions, 
going into healthy-looking tissue. 

Dr. J. R. DrtvER: One would ordinarily expect to find a squamous cell epithelioma develop- 
ing on radiodermatitis. However, occasionally basal cell epitheliomas do develop in previously 
irradiated skin. Proper treatment is destruction ‘by some electrolytic method or by excision. 
She probably will later develop more lesions of this same type. 

Dr. I. L. Scnonserc: I have had a similar case of basal cell epithelioma develop on a 
radiodermatitis resulting from x-ray for hypertrichosis. This patient has developed seven 
epitheliomas, which have all been of the basal cell variety. This has been over a 10-year period. 

In the case of Paget’s disease, this patient had been treated by another physician for 18 
months with local therapy, and yet, in spite of this, there was no evidence of massive infiltration 
of the breast tissue by tumor. Some cases will develop a carcinoma of the breast early and 
others develop it late. There is a difference of opinion regarding Paget’s disease. Pautrier 
believed that Paget’s disease originated in the lactiferous glands and gradually spread to the 
surface. Darier believes that the Paget’s cells originate in the epithelial cells of the skin 
appendages. Hamilton Montgomery has also expressed the opinion that these cells originate as 
prickle cells. We are not dealing with a simple superficial process but must also consider an 
associated malignant tumor of the breast which may be rapidly infiltrating. Treatment therefore 
demands removal of the breast. 

Dr. J. J. Stewart: We have recently had a similar case, upon whom a radical mastectomy 
with dissection of the axillary lymph nodes was performed. The philosophy of the surgeon is that 
of a carcinoma of the breast with surface manifestations. The fact that this lesion has been present 
for some time is rather distressing. The question might also be raised as to whether or not this 
patient in addition should be castrated. 

Dr. Huco Hecut: If this patient were 30 years older, the question of removal of a breast 
would not be a problem. However, at her age it is a major problem, which should be thoroughly 
discussed with both the patient and her husband, lest she end up ina psychiatrist’s office. 

Dr. G. M. Stroup: I have followed a number of mastectomized women and have noticed 
how they have developed other illnesses. Apropos of Dr. Hecht’s discussion, I would go a step 
further and suggest that it might be advisable for the physician in charge of this case to evaluate 
the need of a psychiatric consultation before the mastectomy. Removal of a breast, especially in a 
young woman, carries with it the loss of its symbolic value, which may be considerable— 
consciously and unconsciously—to the patient. In several teaching hospitals psychiatric help 
before and after the operation is an accepted and helpful procedure in selected cases of this 
sort. 


Case 5. Case for Diagnosis: Erythema Figurata Perstans (Wende)? Erythema 
Annulare Centrifugum (Darier)? Presented by Dr. I. L. ScHonsERG and (by invitation) 
Dr. Jerome Z, Litt. 


A 30-year-old white woman with a previously treated discoid lupus erythematosus, who in the 
past two months developed eight ringed lesions with raised borders of the back, chest, neck and 
arm. The general physical examination and laboratory studies were not remarkable. 


DISCUSSION 


Dr. H. N. Coie Jr.: In cases of this type a very thorough mycological study should be 
made, as a number of cases of this type have more recently been found to be due to a fungus 
infection. 

Dr. Huco Hecut: I would suggest the diagnosis of subacute lupus erythematosus and try 
treating with Atabrine. 

Dr. A. E. WALKER: I originally saw this patient several years ago. She had some scaling 
lesions on her nose that clinically and histologically appeared to be discoid lupus erythematosus. 
She was treated with bismuth and vitamin E at that time over a period of six months, with 
complete clearing of the lesions. She was also advised to protect herself from the sun. She was 
also seen on several different occasions with a seborrheic dermatitis, involving the chest, eye- 
brows, and scalp, which responded to the usual treatment for this condition. At another time she 
developed an unusual type of lesion, red, circumscribed, and scaling, which looked very much 
like tinea. Scrapings were made on several occasions but no evidence of hyphae was found. 
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Inoculated Sabouraud’s media showed no growth. Because of her old history of discoid lupus 
erythematosus, she was referred to an internist, who did a very complete medical work-up but 
no abnormalities were found, except for a mild anemia. An L. E. preparation was made at that 
time, which was negative. 

The lesions she presents today look entirely different from any she had when I was following 
her. 


Dr. J. Z. Lirr (by invitation): We are presenting this interesting case for several reasons. 
The patient gives a history of having had lupus erythematosus in 1950 and 1951, and our first 
problem is to rule this out. Secondly, if this eruption is not lupus erythematosus, then 
what is it, and what can cause such an eruption? Thirdly, what can be done about it? In the 
differential diagnosis one must consider tinea corporis, secondary syphilis, and possibly granuloma 
annulare, A drug eruption must always be kept in mind, although a history of drug intake was 
not forthcoming. 

Jillson and Hoekelman (Archives of Dermatology and Syphilology, 1952) reported a similar 
case and called it erythema annulare centrifugum. Noting a possible relationship between this 
disease and tinea pedis, he classified it as a dermatophytid. John Gammel, in the same year, 
reported an unusual type cf scaly erythema in a patient with a breast carcinoma. He called this 
erythema gyratum repens and considered it to be caused by an “endogenous allergy,” the allergen 
being a carcinotoxin. Sven Hellerstrém (Acta dermato-venerologica, 1951) reported 30 cases of 
erythema chronica migrans associated with the bite of a tick. 

Are all these one and the same? Should they not all be lumped together under one heading— 
say for example, erythema multiforme? Can this eruption be some allergic response of the body 
to an “endogenous allergen,” or is it some form of toxic eruption? Or is it perhaps a dermato- 
phytid? 

Our plan is to treat this patient with chloroquine and carefully note the results. 


Case 8. Parapsoriasis en Plaque. Presented by Dr. Gerarp A. DEORE. 
Case 9. Parapsoriasis en Plaque. Presented by Dr. Gerarp A. DEOREO. 
Case 10. Parapsoriasis en Gouttes (Brocq). Presented by Dr. GERARD A. DEOREO. 
Case 11. Parapsoriasis en Gouttes (Brocq). Presented by Dr. GerarpD A. DEOREO. 


DISCUSSION ON FOUR PRECEDING CASES 


Dr. G. A. DeOreEo: The first case was that,of a 27-year-old woman with a generalized 
maculosquamous eruption over the extremities, which had been present for some five years. 
The third was a 24-year-old white man, who likewise had had lesions for something in excess 
of three years, resembling the first case. The other two were circinate or gyrate plaques on 
the trunk, one in a woman aged 28 and the other a woman aged 53. 


Dr. E. W. NetHeErtTon: I think that all of them but one are classical examples of para- 
psoriasis. I accept the diagnosis. But in Case 10, the young man, the lesions were very suggestive 
of psoriasis of the guttate type. Also, the lesions were not as thick as is sometimes seen in para- 
psoriasis, nor were there lesions in the scalp or on the nails. In contrast to this is the first case 
(Case 8), of the woman with the very superficial lesions with the tan color and scaling. There is 
an interesting history in Case 10 of this eruption completely disappearing in the summertime. 
For these reasons, and from the bright color of the lesions and the lack of characteristic scaling 
of parapsoriasis, I suggest that this might be a case of psoriasis. 

Dr. H. H. Jounson: I would like to quote J. M. H. McLeod (Brit. J. Dermat. & Syph., 
Vol. 44, 1932), who said, “It was just 30 years ago that a group of eruptions . . . received the 
unfortunate name of ‘parapsoriasis.’ It is indeed a misfortune that each student of dermatology 
is forced to painfully struggle through the cross-fire of the French, German and English Schools 
of Dermatology and their historical struggle for precedence in the naming of this group of 
conditions.” 

White described what he called xanthoerythroderma perstans. Parapsoriasis lichenoides of 
Brocq is described by Unna as parapsoriasis variegata. Crocker called it lichen variegatus. 
Juliusberg supplied the name of pityriasis lichenoides chronica, and Haberman and Mucha that 
of pityriasis lichenoides et varioliformis acuta. Wise, trying to help the situation and thus 
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further confusing the issue, proposed the term of parapsoriasis varioliformis. The parapsoriasis 
en gouttes of Brocq was named dermatitis psoriasiformis nodularis by Unna. This is only a 
fraction of the confusing terminology. 

Lee McCarthy in 1942 (Arch. Dermat. & Syph. 45:81, 1942) made a real contribution, when 
as a result of his studies he discared the retiform type of parapsoriasis as an entity and pointed 
out that long-term observation of these cases eventuated in a diagnosis of lichen planus or a 
cutaneous manifestation of systemic disease. Rostenberg, in a discussion of cases (A. M. A. 
Arch, Dermat. & Syph. 69:756, 1954) suggested separation of pityriasis lichenoides chronica 
and pityriasis lichenoides et varioliformis acuta from parapsoriasis. 

I think we could well discard the retiform variey as an entity. If we limited the term para- 
psoriasis to the plaque type, we could well call the other types pityriasis lichenoides chronica and 
pityriasis lichenoides acuta. This would eliminate the confusion in ‘terminology and still cover 
the significant prognostic and therapeutic differences. Pending some knowledge of etiology in this 
group, further separation has little to commend it. 

Dr. G. A. DEOrREO: Case 9, the 53-year-old woman, has been observed for a long time and 
I am inclined to classify her condition as parapsoriasis en plaque. The lesions have never dis- 
appeared, but sometimes they appear only as a faint stain. Lesions such as these may eventually 
change to mycosis fungoides or some other lymphoblastoma. 


DETROIT DERMATOLOGICAL SOCIETY 


Charles J. Courville, M.D., President 
Coleman Mopper, M.D., Secretary 
William H. Eyster Jr., M.D., Recorder 


Harper Hospital Meeting 
Jan. 11, 1955 


. 


Nodular Vasculitis. Presented by the Starr or Harper Hospitat. 


The patient is a middle-aged Negro woman. She contracted syphilis at the age of 21. She 
received arsenic and bismuth injections over the next 11 years. Her serology is now reported as 
negative. The patient complains of fatigue and lesions of the legs. There is scarring in the 
inguinal region. There are two erythematous, tender nodules on the calf of the left leg and one 
on the calf of the right leg. 

Laboratory examinations consisting of red blood cell counts, hemoglobin, white blood -cell 
counts, urinalysis, and sedimentation rates were all within normal limits. The chest x-ray was 
reported as essentially normal. ; 

The biopsy report was as follows: There is a deep-seated inflammation mainly in the septa 
of the fat. The infiltrate is mainly perivascular, and often associated with changes of the blood 
vessels. There is proliferation up to complete occlusion. In some instances there is formation 
as seen in Miescher granuloma. The infiltrate is almost completely lymphocytic and histiocytic. 
Deep sections show necrosis of fat tissue and some proliferative atrophy of fat tissue. 


Nodular Nonsuppurative Panniculitis, Paget’s Disease of Skull, Pelvis and Spine, 
Diverticulosis of the Colon. Presented by the Starr or HARPER HOsPITAL. 


In March of 1954 this 62-year-old woman noticed the development of painful, flat indurated 
red nodules on both lower legs. The lesions varied from 2 to 6 cm. in diameter. 

The lesions persisted until June, 1954. Treatment with cortisone was started. She was on 
cortisone therapy for one month, and this resulted in an improvement in the leg lesions. There 
was a recurrence of the lesions in the latter part of the summer. At this time Paget’s disease 
was diagnosed. The patient was treated with estrogens, high calcium diet, and vitamins D2 and C. 

The laboratory reports were as follows: Hemoglobin 11.0 gm. per 100 cc., WBC 4600, RBC 
3,340,000; urinalysis negative; serology negative; Sulkowitch test ++-+-, NPN 26, inorganic 
phosphorus 3.1 mg. per 100 cc. (normal 2.5-4.5), alkaline phosphatase 20.9 (normal 1.5-4) units, 
calcium 10 mg. per 100 cc. (normal 9-11). 

The biopsy report read as follows: Sections show pieces of fat in which there are poorly 
defined regions of collagen and some fibrous connective tissue. The collagen and fibrous con- 
nective tissue contain histiocytes, phagocytes, and some lymphocytes. The fat cells in the regions 
of the collagen deposition are undergoing degeneration and necrosis. The included vessels 
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exhibit a considerable degree of fibrosis of the intima, and there is also a moderate fibrosis of the 
adventitia. The lumina of the vessels are markedly narrowed. In some regions the fat contains 
serous glands. 

DISCUSSION ON TWO PRECEDING CASES 


Dr. CoLEMAN Mopper: I should like to suggest the possibility of Trichophyton rubrum 
granuloma in the second case. 

Dr. HERMAN Pinkus, Monroe: The histologic picture of these nodular lesions on the lower 
extremities is confusing, mainly for two reasons. Practically all of them produce necrosis of 
fat tissue, and the resulting foreign body granulation tissue overshadows all specific changes. 
On the other hand, in the presence of more or less stasis, which may be primary or may be 
secondary to the original process, vascular changes may develop and give the appearance of a 
vasculitis. There are probably cases that deserve a primary diagnosis of nodular vasculitis, but 
only too often this term is a wastebasket diagnosis, the only one that can be made unless the case 
has outstanding characteristics of tuberculosis, panniculitis, etc. 


Ocular Pemphigus with Associated Mucous Membrane Lesions. Presented by Dr. A. E. 
SCHILLER. 


The patient is a 55-year-old white woman, who gives a long history of lesions in the esophagus, ; 
ears, and the mucous membrane of the eyes and the vulva. She has complained of a dermatitis 
of the vagina for 20 years, which has become progressively worse. She had a hysterectomy five 
years ago. 

Examination revealed leucoplakia-like patches of the mucous membranes of the mouth. Some 
of these had a superimposed bullous reaction. Other areas of the oral mucous membranes showed 
raw areas which had been the site of large blebs. Such areas had healed in the past without scar- 
ring. She was, at the time of examination, unable to wear her dentures. She had, in additien, a 
“spastic esophagus.” Vaginal examination revealed a kraurosis vulvae with superimposed bullae. 


DISCUSSION 


Dr. ArtHUR Curtis, Ann Arbor: The patient with ocular and mucous membrane lesions 
and atrophy of the tongue like that of syphilis should be diagnosed as having benign mucous 
membrane pemphigoid. Acantholysis is not present. It does not have a poor prognosis. 

Dr. CHARLES J. CouRvVILLE: What is the response of pemphigus vulgaris in your experi- 
ence, Dr. Curtis, to steroids? 

Dr. ArTHUR CurTIs, Ann Arbor: In pemphigus vulgaris steroid therapy controls the dis- 
ease, but must be maintained at a high level. If a patient comes in crisis, corticotropin (ACTH) 
and cortisone as high as 1200 mg. a day may have to be given. 

Those severely ill may have sodium retention and must take large doses of potassium chloride. 
Some patients do have remissions and stay well for months; others die. One cannot predict the 
outcome, and the steroids are not cures. 


Pemphigus Vulgaris. Presented by Dr. Atice E. PALMER. 
Pemphigus Vulgaris. Presented by Dr. ALice E. PALMER. 
Multiple Epitheliomas. Presented by Dr. ArtHur E. GULICK, 
Majocchi’s Disease. Presented by Dr. A. E. SCHILLER. 
Case for Diagnosis: Angiokeratoma? Glomangioma? Presented by Dr. H. S. ZACKHEIM. 
Chronic Discoid Lupus Erythematosus. Presented by Dr. ArrHuR E. GULICK. 
Discoid Lupus Erythematosus. Presented by Dr. ALICE E, PALMER. 
Lupus Vulgaris Erythematoides. Presented by Dr. D. B. SEXTON. 
Parapsoriasis. Presented by Dr. ALIcE E. PALMER. 
Case for Diagnosis (Parapsoriasis?). Presented by the VETERANS HOsPITAL. 
Massive Sarcoidosis of Boeck. Presented by Dr. A. E. SCHILLER. 
Vegetating Dermatitis of Leg. Presented by Dr. ALice E. PALMER. 
Exudative Seborrheic Psoriasis. Presented by Dr. ALICE E. PALMER. 
Psoriasis in a Two-Year-Old Child. Presented by Dr. EUGENE A. HAND. 
Case for Diagnosis (Neurodermatitis? Acanthosis Nigricans of the Scrotum?). Presented by Dr. A. E. SCHILLER. 
Mucous Membrane Lichen Planus. Presented by Dr. A. E. SCHILLER. 
Lichen Planus—Mouth. Presented by Dr. ALice E. PALMER. 
Allergic Stomatitis Due to Metal Fillings (Lichen Planus?). Presented by Dr. ALIcE E. PALMER. 
Erythema Induratum. Presented by Dr. DAvip KaHn. 
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MANHATTAN DERMATOLOGICAL SOCIETY 


Thomas N. Graham, M.D., President 


Maurice J. Costello, M.D., Secretary 
May 11, 1954 


Tinea Capitis et Corporis Contracted from a Monkey. Presented by Dr. ORLANDO 
CANIZARES, 


S. H., a girl aged 4 years, developed an eruption on the chest about two weeks after her 
parents had acquired a pet monkey. The patient often played with the monkey in close contact, 
especially around the neck. A few days after onset the eruption spread to the neck and back, and a 
patch of alopecia appeared on the scalp. Other lesions later developed on her arms. The eruption 
has been present now for about five weeks. 

The father, mother, brother, and both grandmothers of the patient also present lesions of 
tinea circinata. Eight of her cousins also contracted ringworm of the body, and two of them also 
present ringworm of the scalp. All had been in contact with the monkey. 

There is a patch of alopecia on the scalp about the size of a silver dollar which presents many 
short, light-colored hairs. On the anterior and posterior aspects of the chest are many ring-like 
lesions which run together, presenting a large plaque with festooned borders. On the arms are 
several erythematous, scaly, vesicular patches a few centimeters in diameter. 

The hairs of the scalp fluoresce in a greenish color on the affected patch and around it. The 
lesions of the body show fluorescence of the lanugo hairs. 

A potassium hydroxide preparation of the hairs shows many small spores around the hairs. 
Cultures are in progress. 

DISCUSSION 

Dr. Maurice J. CostELto: It is unusual that the infection was contracted from the monkey. 
Dr. Canizares made a point of the fluorescence of the lanugo hair, which I have seen many times, 
both in the lanosum and audovini types of infection, on the glabrous skin. 

Dr. AntHony C, CreoLtiaro: Fluorescence was not visible tonight. This may have been 
due to use of proprietary preparations which mask fluorescence, or maybe the child is cured of 
the fungous infection. 

Dr.-Frank C, Comes: I have never seen or heard of an infection from a monkey. Certainly 
there was no fluorescence, but it didn’t impress me that that lack was due to medicaments. I 
understand fluorescence was seen under another lamp. This is important, as fluorescence is 
dependent on both the wave lengths passing the filter, and the wave lengths reflected from the 
hairs to the observing eye. 

Dr. ORLANDO CANiIzARES: I have been interested in this case not only from the dermato- 
logical but from the epidemiologic point of view as well. After contact with the infected monkey, 
almost all the members of the family became infected, from the grandmother to the children. 
There were over a dozen cases of tinea circinata and tinea capitis. The lesions of the monkey 
fluoresced under Wood’s light examination. The poor fluorescence of the patient’s lesion tonight 
is probably due to the fact that she is receiving local treatment. Prior to this there was fluores- 
cence on the tinea capitis lesions and of the lanugo hairs of the tinea circinata. I wrote to Dr. 
Weidman about these cases and he informed me that he knew of no actual epidemics of ring- 
worm beginning with monkeys. So far I have not been able to find any references to human epi- 
demics from such a source. The veterinarians of the Bronx Zoo, New York, told me that ring- 
worm in monkeys is not unusual; apparently it yields rapidly to treatment. A case of ringworm 
in a monkey due to Microsporum audouini was reported recently (Scully, J. P., and Kligman, 
A. M.: Anthropoid Primate Ringworm: A Type of Microsporum Audouini Infection in Monkey 
and Owner, A. M. A. Arch. Dermat. & Syph. 64:72 [July] 1951). In this case the culture from 
the patients and the monkey have not yet been reported, but so far are suggestive of M. canis. 


Lichen Planus of the Oral Mucosa. Presented by Dr, Davip Bioom. 


E. S., a woman aged 58, has been under observation during the past year. About four years 
ago she developed an eruption in the mouth which was followed several months later by a 
generalized cutaneous eruption of lichen planus associated with loss of hair and nails. Six 
months later the cutaneous eruption disappeared almost entirely, but the lesion on the oral 
mucosa persisted in spite of treatment with bismuth, vitamin Bis, and liver extract. 
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A few lichen planus papules are now present on the trunk. There are irregularly shaped, 
whitish plaques on the tongue, with ulceration and depressed scars in some of the lesions. The 
buccal mucosa shows similar eroded plaques. The eruption is associated with a severe stinging 
sensation. 

Biopsy of an ulcer on the tongue was reported as unspecific ulceration with pyogenic infection, 
while a lesion from the trunk was diagnosed as lichen planus. 


" DISCUSSION 


Dr. AntHONyY C. CrpoLLaro: I accept the diagnosis. I would consider this patient as having 
dangerous lesions in her mouth, as this is just the type that could become cancerous. I think 
bismuth is a good remedy for lichen planus, no matter where it is. 


Dr. Joun W. DouGuHeErty: Favorable results were reported at the New York Academy of 
Medicine with injections of hydrocortisone. Has anyone tried hydrocortisone ointment in oral 
lesions of lichen planus? 

Dr. NatHAN SoBe: I tried it in one patient and it didn’t do much good. 

Dr. Frank C. Combes: I think I agree, but I have never seen lichen planus produce such 
changes in the mouth as this patient has, such destructive lesions. Certainly that ulceration on 
the side of the tongue is nothing to be lightly regarded. If one is going to accept it as lichen 
planus, I would treat her as Dr. Cipollaro has suggested, but I would also give bichloride of 
mercury injections. I think it is far superior to bismuth. I have never seen patients with lichen 
planus of the mouth that responded to x-ray therapy, but I have seen them respond to bichloride. 
The destruction present in this mouth leads me to feel that there is a hyperkeratotic process. 
The lesions resemble leucoplakia. There is no reason why one can’t get leucoplakic changes in 
lichen planus. I would therefore give vitamin A, 25,000 to 50,000 units every other day by 
injection, and large doses of nicotinic acid. 

Dr. AntHony C. Crpottaro: I believe this is the type of case that might develop cancer 
no matter how it was treated, or even without treatment. Perhaps six treatments of 75 r each 
might be beneficial and would not increase the chances of carcinoma developing. When tre- 
mendously large doses are used, with terrific reactions, the risk of developing cancer becomes 
greater, 


Dr. Davin Bioom: This patient has received bismuth and chloroquine for two weeks, with- 
out benefit. Hydrocortisone ointment had no effect, and cortisone, 150 mg. daily, made it worse. 
We have a number of cases with oral lesions which have been observed for many years, but this 
is the first one which is so extensive and associated with so much pain. One lesion was an ulcer 
which was suspected of being carcinoma, but the biopsy reported simply inflammation. 


Case for Diagnosis: Purpura Annularis Telangiectodes? Presented by Dr. Jack Wo LrF. 


H. P., a girl aged 12, is presented with an eruption of the right lower extremity of approxi- 
mately one year’s duration. The first manifestation of the present eruption followed an attack 
diagnosed as due to poison ivy, but new lesions have continued to appear, the last one relatively 
recently. The eruption is and has always been asymptomatic. 

The primary lesion consists of a group of fine blood vessels, much as they occur in a naevus 
araneus, which in the course of some few weeks go on to the development of a discrete blood- 
red area. This assumes a brownish-red color within several months. Approximately a dozen such 
brownish-red, pea-sized lesions are disseminated, chiefly over the outer aspect of the lower 
third of the right thigh, the knee, and the upper half of the leg. Some of the oldest lesions are 
centrally depressed and appear atrophic. One group of recently developed telangiectatic vessels 
is present at about the middle of the leg, peripheral to the older lesions. 

The course has been progressive. There has been no involution at any time. Local treatment 
has not been helpful. 


Histologic examination is reported to have revealed only superficial dermatitis. 


DISCUSSION 


Dr. Samuet M. Peck: It is not my conception of purpuric lesions. While you have a bluish 
color you don’t see the pigmentary changes that you see with a purpuric eruption, which 
means hemorrhagic. The color is too uniform; I don’t see the breakdown of hemosiderin, which 
is a brownish color. To me, this is some sort of vasculitis. 


657 








A. M. A. ARCHIVES OF DERMATOLOGY 


Dr. Davin Bioom: I agree that this is a vascular disturbance, and that division into such 
categories as Majocchi’s disease or Schamberg’s disease does not help much. I don’t think there 
are any factors that would distinguish definitely between Schamberg’s, Majocchi’s, or Gougerot- 
Blum dermatoses, angioma serpiginosum, or even hemostatic dermatitis. 

Dr. WiLBErT Sacus: I don’t believe it comes into any of those categories. Probably it is an 
intracutaneous vascular nevus, possibly angioma serpiginosum. 

Dr. Franx C. Comes: I think we can arrive at the diagnosis by a process of elimination. 
Certainly I don’t think it is simple angioma. It has many features of Majocchi’s disease, and there 
is definite atrophy. There is purpura, telangiectasis, and certainly vasculitis. Histologically, the 
presence of hyaline degeneration should help to differentiate, and the presence of hemosiderin is 
important in the differentiation of Majocchi’s, i. e., an atrophic center with the suggestion of 
annular lesions. I don’t think we should pay too much attention to the way we designate these 
things clinically. This patient did not have systemic symptoms which you see in Majocchi’s 
disease. You get some pain, not as severe as in erythema nodosum, but you do see peripheral 
pains and some ‘elevation of temperature, which this patient did not show. Personally, I think 
Majocchi’s disease is an example of vascular hyperergy. 

Dr. ApRIAN BropEy: My impression coincided with that of Dr. Sachs. I thought it was a 
vascular type of nevus. The age of the patient, the clinical appearance, and the configuration all 
contributed to that impression. 

Dr. Perry Sacus: The features in this case are those of Majocchi’s disease in many cases 
presented with that diagnosis—the purpuric element, telangiectasis, the suggestion of atrophy and 
of annular lesions. However, the pathology should be specific, and, as Dr. Wolf mentioned, 
biopsy should prove it. However, one cannot exclude the possibility of some angiomatous 
condition. 

Dr. Jack Woxr: I made.a diagnosis of Majocchi’s disease largely by exclusion. The uni- 
iateral distribution is the only thing that created ’a problem, but I think it should not rule out 
the possibility of Majocchi’s disease. 


Case for Diagnosis: Dermatitis Herpetiformis? Mycosis Fungoides with Erythema 
Multiforme? Presented by Dr. Joun W. DovuGHeErty. 


M. C., an Italian-born woman aged 54, is presented from the New York Hospital with an 
eruption of two-years’ duration on the arms and shoulders. The patient burned her right fore- 
arm two years ago. It healed in two months after self-treatment with Clorox and boric acid 
compresses, but the skin remained red. In 1952, after a sunburn, she developed blisters across the 
shoulders, and since that time the eruption has flared up every two weeks or so in that area. 
It has been rather pruritic. In March of this year she developed crusted lesions in the area of 
the previous burn, followed a week later by a similar eruption on the left arm and over the 
scapulas. There is a history of “canker sores” in the mouth, corrected by the removal of the 
teeth. She uses Feenamint fairly regularly. 

The right arm is eczematized and shows oval plaques 6 by 4 cm. in size. There are annular 
vesicular patches on the inner aspect of the left arm, with bullae about the elbow. Eczematized 
patches and annular plaques with numerous excoriations are seen on the shoulders and back. 
The mouth is clear. 

Urinalysis showed a very faint trace of albumin, 20-30 white blood cells, and 1 red blood cell 
per high-power field. A blood cell count revealed a hemoglobin of 14.5 gm., 5,000,000 red blood 
cells, and 7000 white blood cells, with 63 polymorphonuclear leucocytes, 28 lymphocytes, 7 mono- 
cytes, and 2 eosinophiles. ; 

A biopsy specimen from the left forearm showed slight acanthosis of the epidermis, with 
considerable intra- and intercellular edema of the lower Malpighian layer, which in one or two 
areas almost amounted to vesicle formation. There was pronounced patchy edema of the basal-cell 
layer, and one area showed a subepidermal vesicle of considerable size. It was filled by coagulated 
serum in which a moderate number of lymphocytes and polymorphonuclear. leucocytes were 
included, with a considerable number of eosinophiles of mononuclear and polynuclear type. 
The upper corium showed blood vessels manifesting endothelial swelling and surrounded by 
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edema and collections of lymphocytes and a few histiocytes. A: few. scattered eosinophiles were 
seen in the corium. Diagnosis : Dermatitis herpetiformis. 

A biopsy specimen from the right deltoid region showed mild acanthosis of the epidermis, 
with some prolongation and thickening of the rete pegs. The granular layer was prominent, and 
there was a fairly thick hyperkeratotic layer. The basal layer was well defined except in a 
small area where some edema was present overlying a patch of’ exudate. The upper corium 
showed an extensive infiltrate, which was rather diffuse but showed two dense patchy areas which 
appeared like lymph follicles. The corium was edematous and showed proliferation of small blood 
vessels surrounded by numerous lymphocytes and eosinophiles. The subpapillary layers showed 
less involvement. In general, the cells of the infiltrate were small, without giant and multi- 
nucleated forms. No increase in pigment was noted. Excessive edema was seen in some areas. 
Elastic tissue stain showed the elastic tissue retained in the deeper collagen, but scanty in the 
infiltrated zone. Presence of dermatitis herpetiformis elsewhere may indicate that that process 
is also present here, without vesicle formation. Diagnosis: Granuloma with eosinophilia? Ery- 
thema multiforme? (Dermatitis herpetiformis). 

Prior to the biopsy the patient was given symptomatic treatment with Benadryl and boric 
acid ointment, and the Feenamint was stopped. After biopsy, sulfapyridine was begun. There 
was initial improvement, then a severe exacerbation. The patient herself discontinued the sulfa- 
pyridine a week ago, and since then the lesions have been slowly drying up. 


DISCUSSION 


Dr. SAMUEL M. Pecx: If I had to make one diagnosis it would be mycosis fungoides. 
However, someone who had studied the case for a long time and watched the results of therapy 
might convince me that it was not that disease. It is not unusual in my experience to get a 
history that dermatitis herpetiformis started with a burn. 

Dr. Jack Wo tr: The large size of the lesions, the infiltration, erythema, slight elevation, and 
relatively small number of the lesions all speak in favor of mycosis fungoides. 

Dr. Perry Sacus: On what I saw tonight I certainly couldn’t establish a diagnosis of 
dermatitis herpetiformis, nor could I make a diagnosis of mycosis fungoides. 

Dr. Paut Gross: I believe it is mycosis fungoides. 

Dr. AntHony C. CrpoLtaro: For the reasons given by Dr. Wolf, I also go along with 
mycosis fungoides. 

Dr. Frank C. Compes: For the reasons given and the clinical configuration, I should 
favor mycosis fungoides. 

Dr. Maurice J. CostELto: I think the patient has mycosis fungoides. When she was seen 
at the Academy of Medicine the other night she had a generalized vesicular eruption which © 
certainly didn’t look like dermatitis herpetiformis, but more like an id reaction that might occur 
in this type of eruption. I was interested in hearing Dr. Peck say that some of his cases of 
dermatitis herpetiformis were initiated by some form of trauma, such as a burn. I have never had 
that experience. Mine have always begun as a specific eruption in the axillae and groins. 

Dr. ORLANDO CANIzARES: I have the impression on seeing the patient now that she probably 
has mycosis fungoides. I don’t think it is uncommon for mycosis fungoides to present a toxic 
or allergic eruption superimposed on the original one. 

Dr. Joun W. DoucueErty: The plaque-like lesions have changed somewhat under four days 
of Atabrine therapy, which is a point of interest. They didn’t look nearly so much like mycosis 
fungoides a week ago as they do now. 


Case for Diagnosis: Lichen Planus Erythematosus? Presented by Dr. David BLOomM. 

Case for Diagnosis: Lymphoblastoma? Presented by Dr. JoHN W. DOUGHERTY. 

Case for Diagnosis: Atypical Granuloma Annulare? Presented by Dr. NATHAN SOBEL. 

Case for Diagnosis: Lichen Planus? Dermatitis Medicamentosa? Presented by Dr. JoHN W. DOUGHERTY. 
Case for Diagnosis: Glomus Tumor? Leiomyoma? Presented by Dr. JoHN W. DOUGHERTY. 

Mycosis Fungoides with Follicular Lesions. Presented by Dr. ORLANDO CANIZARES. 

Chronic Lymphedema of the Genitalia. Presented by Dr. OrLANDO CANIZARES. 

€ase for Diagnosis: Granuloma Annulare? Presented by Dr. Georce M. Lewis. 659 
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Charles F. Post, M.D., President 


C. Douglas Walsh, M.D., Secretary 
Nov. 18, 1954 


Scleroderma. Presented by Dr. Cuarves F. Post. 


M. W., 59-year-old white woman, was first seen in May, 1954, with a lesion of the right 
upper abdomen of about three years’ duration. She stated that nine years ago she had a 
cholecystectomy. The cutaneous lesion first appeared in a small area about the upper pole of 
the surgical wound. This has persisted with little change until the last three months, when the 
area began to enlarge and feel drawn and stiff. 

On the right upper abdomen there is a long, well-healed surgical scar. Surrounding this, 
there is a large, firm, irregularly outlined, plaque-iike, slightly yellow lesion. The border shows 
a faint purple color. 

Biopsy diagnosis was localized scleroderma of the skin. 

The area has grown slightly larger during a five-month period of observation. The patient 
has applied vitamin A cream, has taken hot baths, and 100 mg. tablets of vitamin E. 


DISCUSSION 


Dr. J. Lowry Mrtter: This is an unusual case. It is most likely scleroderma, more exten- 
sive than the usual morphea. The lesions stop at the midline and extend around in finger-like 
bands, and as it is a localized scleroderma rather than morphea, the question of prognosis must 
be raised. I doubt if it will clear. 

Dr. AntHony N. Domonxos: The only feature that favors morphea is the erythematous 
halo. It is not violaceous. It is interesting that the band-like lesions have a segmental distribution 
and end at the midline of the chest and back. 

Dr. JosepH C. AMERSBACH: This is localized scleroderma. The pain experienced is from 
the tightening of the tissue. 

Dr. JuAN LARRALDE: I agree with Dr. Miller that this is extensive scleroderma en band. 

Dr. C. T. NEtson: This is a: case of localized scleroderma in band-like distribution. Local- 
ized scleroderma may follow the course of a rib in band-like fashion just as it may extend along 
the length of an extremity. This is an excellent example of scleroderma in segmental distribution. 

Dr. Tuomas N. GRAHAM: I think that this patient has morphea and that the eruption will 
clear spontaneously. The distribution does not suggest scleroderma. 

Dr. VALENTINE C. BAKER: This is interesting because the lesion occurs in an area where 
there was an operation. Most scleroderma occurs where there was no previous trauma. I wonder 
if the trauma is connected with the condition. 

Dr. Cuartes F. Post: I made the diagnosis of morphea when I first saw the patient. 
Six months ago there were small lesions with wide purple halos. They have become much larger. 
IT now think it is scleroderma. 


Case for Diagnosis: 1. Macular Hemorrhagic Lesions Involving the Face and Neck. 
2. Sclerodactylia Involving the Fingers (?) Cutaneous Calcinosis (?) (Left Fore- 
arm). Presented by Dr. THomas N. GRAHAM. 


Mrs. E. K.,.a-white woman, aged 65, first attended an ophthalmologic clinic on Nov. 3, 1954, 
with the complaint of burning and tearing of the eyes of several months’ duration. She had also 
numerous vascular, macular nevi on the face and the neck of approximately five years’ duration, 
for which she was referred to the skin clinic. The patient is a diabetic. 

In addition to conjunctivitis, examination showed numerous macular hemorrhagic lesions 
involving the face and the neck. (The patient has a history of having had a number of nosebleeds 
within the last few years.) The hands showed sclerodactylia. There was an exuding nodular, 
indurated lesion on the medial aspect of the left forearm several centimeters above the wrist. 

Laboratory Data: blood glucose—171 mg. per 100 cc; white blood count—11,000; platelets— 
192,000. Urinalysis and serologic tests gave normal findings. 

Patient has received no treatment to date. Further laboratory studies will be made. 
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DISCUSSION 


Dr. C. T. Netson: I think this, too, is scleroderma, but it is more generalized than that in 
the preceding patient. The telangiectasia is probably a part of the same process, but it is a little 
unusual for it to be so extensive in the early stages. The hard subcutaneous nodules probably 
represent calcium deposits, 


Dr. JuAN LARRALDE: I agree that there is extensive scleroderma. There is also calcinosis 
cutis. 


Dr. J. Lowry MILLER: I agree with the diagnosis of acrosclerosis. The lesions are bilateral, 
and there is a history of Raynaud’s disease. I thought the telangiectases on the forehead were 
the result of liver pathology. These lesions are often seen in pregnancy. 

Dr. VALENTINE C. BAKER: The location of the nodules on the back of the elbow was sug- 
gestive of xanthoma. I agree with the diagnosis of the other lesions. 


Dr. THomas N. Grawam: This case has not yet been thoroughly studied. I shall perform 
a biopsy, have liver function tests made, and report the findings at a subsequent meeting. 


Case for Diagnosis: Granulomatosis Disciformis Chronica et Progressiva (Miescher) ? 
Presented by Dr. ANTtHony N. Domonkos. 


J. D., a white man, aged 55, was first seen at the Vanderbilt Clinic in 1936, for corneal 
opacities. Later he was seen at the Dermatology Department for rosacea. He had had an 
eczematous eruption in the groins as well. From 1936 up to the present time he has been seen in 
the dermatology clinic for skin disorders. In 1952, he developed peripherally spreading lesions on 
the arms and legs consisting of various-sized erythematous patches with serpiginous borders. 
The borders appear to be slightly elevated with a questionable atrophy in the center of the 
lesions. Scaling is very slight. 

Laboratory Data: Fasting blood sugar—113; STS—negative; urinalysis—negative ; tuberculin 
(O. T.), 1—10,000—negative. 

A biopsy of the lesions on the face in 1951 was reported as rosacea. A biopsy in September, 
1953, and read by Dr. Machacek was reported as follows: “Sections of a small piece of skin 
from the ‘left arm’ revealed a somewhat parakeratotic, edematous epidermis. Included in the 
specimen is a portion of a keratin-filled follicle. One notes a tiny area of necrobiosis which is 
surrounded by epithelioid cells and scattered lymphocytes. An occasional giant cell is present. 
The lesion is obviously a granuloma; the histological picture is that which is usually seen in 
granuloma annulare. In view of the history of ophthalmitis, I would suggest a careful investiga- 
tion for tuberculosis. Syphilis must also be considered.” 

A subsequent biopsy on Sept. 28, 1954, of the dorsum of the right hand was reported as 
follows by Dr. Machacek: “Sections of skin from the ‘dorsum of right hand’ reveal an epi- 
dermis which is evidently somewhat atrophic and slightly keratotic. Beneath the epidermis is a 
zone of connective tissue degeneration which shows evidence of an inflammatory reaction and 
in some areas a diffuse granulomatous infiltration with an occasional giant cell. There is no 
evidence of tuberculosis, nor are the changes those of lupus erythematosus. It is also not 
characteristic of the changes usually seen in granuloma annulare. One should consider the pos- 
sibility of syphilis and of diabetes mellitus, and one is tempted to force it into the classification 
of granulomatosis disciformis progressiva et chronica.” 


DISCUSSION 


Dr. ALEXANDER W. YounG Jr.: The lesions on the arm showing erythema and atrophy 
suggest the diagnosis of Csillag’s disease. In this regard, it is interesting to speculate that the 
process might represent a sequela to the primary reaction. 

Dr. C. T. Newson: If this is Miescher’s granulomatosis disciformis, the response to treatment 
with chloroquine has been extraordinary. 

Dr. AntHony N. Domonxos: In the original article, published in 1936, Miescher and 
Bender described the condition with psoriasis-like lesions on the legs and arms, with some features 
of lupus erythematosus. In 1948 Miescher and Lieder described it under its present name. The 
differential diagnosis lies between lupus erythematosus, granuloma annulare, other granulomas, 
and Miescher’s. The striking feature is the presence of giant cells. I gave the patient 250 mg. 
of chloroquine (Aralen) per day for two weeks. There was marked improvement. When the case 
was presented at a conference at Vanderbilt Clinic, a diagnosis of neurodermite was suggested. 
Occlusive dressings were on the arms for two weeks, and there was no change in the lesions. 
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Case for Diagnosis: Nonlipid Reticuloendotheliosis (Schiiller-Christian or Eosino- 
philic Granuloma Type?). Presented by: Dr. C. T. NELSON. 


P. de Y., a white youth, aged 17. The patient has had a papular eruption scattered on the 
trunk and arms for six years. This has progressed to involve the genitalia and groins. The number 
of lesions has decreased at times, only to increase again. The tumor of the left limbus was first 
noted one year ago. It was removed surgically in early 1954, but recurred and was again removed 
two weeks ago. 

There are small brownish red papules scattered on the trunk, arms, and lower abdomen. 
Some appear to be hyperkeratotic. The lesions in the groin and genital areas are fibrous in 
character and reach a size of 1.0 to 1.5 cm. in diameter. The tumor of the limbus was a brownish 
red granuloma-like lesion extending downward from the superior internal margin. 

Serum cholesterol is within normal limits. 

Roentgen examination of the bones has not been completed. 

Biopsy: The lesion of the limbus showed an accumulation of giant cells, a few eosinophiles, 
and larger pale-staining cells suggestive of histiocytes. A tentative diagnosis of eosinophilic 
granuloma was suggested. The biopsy of the recurrent tumor showed more of a proliferation of 
corneal. epithelial elements. 

The biopsies of the skin have shown a fibrotic reaction with small collections of endothelial 
histiocytes, round cells, and a few eosinophiles just beneath the epidermis. 

There has been no treatment. 

DISCUSSION 


Dr. J. Lowry MILLER: The lesions under the arms suggest a case I saw two weeks ago, 
which was diagnosed as reticulohistiocytosis cutis. 

Dr. AntHony N. Domonkos: I agree with the diagnosis as presented. This case is similar 
to that described by Dr. Miller. All the cases I have seen seem to have the same features as 
this one. One case had eye lesions. 


Dr. C. Douctas WatsH: To what extent will this case progress and other features of the 
disease appear? Does the late onset give a better prognosis in this case? 


Dr. C. T. Netson: This case is presented as one of nonlipid reticuloendotheliosis, possibly 
of the Sciiiller-Christian type. Several investigators believe that this condition is related to 
Letterer-Siwe’s disease and eosinophilic granuloma. Eosinophilic granuloma may be only a 
phase of Schiiller-Christian disease, and Letterer-Siwe disease may be a more severe and highly 
fatal type of the same basic disorder. All of these conditions may exhibit cutaneous manifestations 
that are more or less similar in appearance. As in this case, these may consist of brownish-red 
papules which may be hyperkeratotic and which may ultimately become fibrotic and nodular. 
Other cutaneous manifestations include crusting of the scalp, seborrheic-like lesions, petechial 
and hemorrhagic eruptions, and xanthomatous infiltrations. This is the first case I have seen 
with an inflammatory granuloma in the form of a tumor of the limbus. 


Prurigo Nodularis. Presented by Dr. ALEXANDER W. Younc Jr. 


A. T., a man aged 65, Jewish, noted the present disorder began as discrete, erythematous, 
pruritic papules having a diameter of 1 to 2 cm., located on the medial aspect of the right ankle. 
Shortly thereafter extension of the dermatitis to areas on the thighs, dorsa of the hands, and 
forearms, and a tendency of the lesions to coalesce were observed. With usually short-lived 
response, treatment elsewhere has consisted of sulfonamides, antihistamines, and bromide by 
mouth; carbon dioxide, electrodesiccation, and two x-ray treatments, and a variety of local 
medicaments, including hydrocortisone ointment. 

Past history revealed the occurrence of an eruption lasting three or four days following 
penicillin injection three or four years ago, and herpes zoster involving the right arm several 
months afterward. Further examination was unrewarding, except for a history of nocturia 
(one to three times) of several years’ duration, and evidence of a slightly enlarged prostate. 

Symmetrically located, chiefly on the extremities, are grouped, erythematous papules, having 
a diameter of 1 to 3 cm., and a tendency to localize. There is evidence of excoriation, and some of 
the lesions in resolution show scaling. 

Laboratory data: Urine—negative; CBC—normal; STS—negative; mycology—negative. 

Biopsy : The epidermis is acanthotic and covered by a marked hyperkeratotic horny layer. The 
basal cell layer is intact. Through the upper and mid cutis the blood vessels are dilated, their 
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walls thickened and surrounded by a moderate simple cellular infiltrate. Diagnosis: Hyper- 
keratotic neurodermatitis. 

Although many local medicaments have been tried, in addition to vitamin Biz and crude 
liver by injection, little benefit has been noted. Moleskin dressings alone seem to affect partial 
resolution of the lesions. 

DISCUSSION 


Dr. AntHony N. Domonxos: I agree with the diagnosis but feel that exudative discoid 
and lichenoid dermatitis should also be considered. Dr. Schweich at Vanderbilt Clinic has used 
thorium X in treating prurigo nodularis. In one case he treated one leg with x-ray and the other 
leg with thorium X. The leg treated with thorium X is almost clear, whereas the leg treated with 
x-ray is abounding with lesions. Most cases responded to thorium X after six or seven treatments. 

Dr. C. Douctas Watsu: It is interesting that it developed after the colostomy. 

Dr. C. T. NELson: I would like to see what effect a plaster cast on one extremity would 
have in this case. 

Dr. THomas N. GraHam: I agree with the diagnosis as presented and I also agree with the 
suggestion that Sulzberger-Garbe, exudative discoid, and lichenoid chronic dermatitis be con- 
sidered. 

Dr. ALEXANDER W. Younc Jr.: Although exudative discoid and chronic lichenoid dermatitis 
was considered in this patient, biopsy showing a neurodermatitic reaction without plasma cells 
established the diagnosis of prurigo nodularis. 





Case for Diagnosis: Nummular Eczema with Aut: tization. Presented by Dr. ALEXANDER W. YOUNG .JR. 
Case for Diagnosis: 1. Lichen Chronicus Simplex—Verrucous Type. 1. Allergic Dermatitis? Collagen Disease? 
Dermatitis Climactericum? Presented by Dr. ALEXANDER W. YOUNG Jr. 


MINNESOTA DERMATOLOGICAL SOCIETY 


Elmer M. Rusten, M.D., President 


Elmer M. Hill, M.D., Secretary 
Oct. 29, 1954 


Case for Diagnosis: Drug Eruption? Lymphoblastoma (?) Type. Presented by Dr. 
Joun F. Mappen, St. Paul. 


Mrs. H. B., aged 38, was first seen in 1939, when she had about a dozen pea- to half-dollar- 
sized elevated, infiltrated, painless, deep purple to brown nodules scattered over the back, which 
had been present about three years. She noticed that they became elevated, itchy, and scaly 
at times, and then would recede. All the larger lesions have healed with scar formation except 
the one lesion which appeared two and a half years ago to the right of the dorsal spine. This 
came on after taking cough medicine, and she thought that the other lesions were aggravated 
when she took Anacin (a preparation of acetophenetidin, acetylsalicylic acid, caffeine, and quinine 
sulfate) or Aspirin (acetylsalicylic acid). She was seen at Mayo Clinic in 1940, where no 
abnormalities other than the eruption were found. Dr. Montgomery stated, “This case probably 
represents a sort of cross between mycosis fungoides and Kaposi’s sarcoma, but it is still in the 
inflammatory rather than the neoplastic phase of these two diseases.” Blood smears, roentgeno- 
grams, and urinary findings were negative. 


Probable Widespread Neurodermatitis. Presented by Dr. Jonn F. Mappen, St. Paul. 


Mrs. C. D. D., aged 38, was first seen in November, 1938, with a dermatitis on the hands. 
She was a beauty operator and noticed that the eruption was worse after she handled permanent 
wave solutions. She was again seen in August, 1954, with large plaques of scaly dermatitis 
over the shoulders, abdomen, and posterior portions of thighs present since May, 1954. She 
stated that she takes no internal medication. 


Arrested Pulmonary Tuberculosis. Dermatitis Medicamentosa (Streptomycin, P. A. S., 
and Isoniazid). Presented by Dr. Joun F. MADDEN, St. Paul. 

Mrs. F. W., aged 26, was given streptomycin in the early part of 1953. In December, 1953, 
erythema-multiforme-like lesions formed on the elbows and knees, and bullous lesions formed 
on the lips and in the mouth. The eruption has been partially controlled by antihistaminics. 
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Fixed Drug Eruption (Sulfonamides). Presented by Dr. Joun F. MappeEn, St. Paul. 


Mr. C. G M, aged 29, presented an acute dermatitis, involving the right calf, following the 
administration of sulfathiazole in 1950. He had a second recurrence in October, 1951, and a 
third recurrence in May, 1954, as a result of taking one of the sulfonamides. There is pronounced 
hyperpigmentation at the site of the former acute eruption. . 


Probable Fixed Drug Eruption. Presented by Dr. Joun F. Mappen, St. Paul. 


Mr. F. J, aged 49, presents various-sized elevated plaques over the trunk and extremities 
of 10 years’ duration He is a foreman in a cosmetic factory, and the eruption started about the 
time he went to work there. The eruption always improves when he is on vacation and gets 
worse when he returns to work. Patch tests were positive at the site of a fluid used to straighten 
hair (Air Net). He has been told to wear an ordinary surgical mask and to stay away from the 
fumes of the fluid if possible. The eruption has improved perceptively since these two pre- 
cautions have been taken. He has received only bland applications, such as boric acid ointment 
locally. Blood examination and urinalysis were normal. Blood Wassermann reaction was negative. 


DISCUSSION 


Dr. Rosert Gotz, Minneapolis: One would expect a wide variety of histologic pictures in 
drug eruptions. I think in the first case there was a question as to whether this was a lympho- 
blastoma, but there was no histologic evidence for that diagnosis. 


Lupus Miliaris Disseminata Faciei. Presented by Dr. Harotp G. Ravirts, St. Paul. 


N. R., age 27, developed multiple small nodules about both eyelids approximately 10 months 
ago These are asymptomatic and some have healed with slight scarring. Mantoux test was posi- 
tive. Chest x-ray was negative. He has been taking isoniazid (Rimifon), 50 mg. t.i.d., for 
the past five months. 


DISCUSSION ° 


Dr. H. E. MicHetson, Minneapolis: It is interesting to note that this patient has received 
isoniazid tablets for the past three months without any effect on the lesion. It has been the 
experience of the German dermatologists that lupus miliaris disseminata faciei does not respond 
to this drug, and this fact therefore somewhat strengthens the view that, in spite of the histology, 
the condition may not be tuberculous. 


Granuloma Annulare of Feet in a Boy of 6 Years. Presented by Dr. Harotp G. Ravirts, 
St. Paul. 


Granuloma Annulare of Hand in a Boy of 14. Presented by Starr or ANCKER HospPITAL, 
St. Paul. 


Granuloma Annulare of Arms in a Woman of 34. Presented by Dr. Harotp G. Ravits, 
St. Paul. 


Granuloma Annulare on Neck in a Woman of 44. Presented by Dr. Joun F. MappEn, 
St. Paul. 
DISCUSSION OF CASES OF GRANULOMA ANNULARE 


Dr. FrepERIc T. BECKER, Duluth: Granuloma annulare still remains a problem. We describe 
it clinically and histologically, and there reach an impasse. Certainly, I have never seen the con- 
dition lead to any severe illness. Biopsy cures some. Time and patience seem to benefit most 
others, A reevaluation of the problem from a clinical and therapeutic point of view should be 
our present purpose. 

Dr. H. E. MicuHetson, Minneapolis: You know my views on the treatment of granuloma 
annulare. If the patient will abide by your decision to leave the lesions alone, there is no reason 
for treatment. Eventually they disappear. I do not believe that this is hastened very much with 
any form of medication, and certainly a patient with such an inconsequential disease should not 
be subjected to dangerous drugs. 


Necrobiosis Lipoidica Diabeticorum Without Diabetes. Presented by Dr. Joun F. 
Mappbevn, St. Paul. 
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Necrobiosis Lipoidica Diabeticorum? or Stasic Dermatitis. Diabetes Mellitus. 
Presented by StarF oF ANCKER HospirTALt, St. Paul. 


Mrs. S. A., aged 58, a known diabetic for two years, was seen at the dermatology clinic on 
Oct. 19, 1953, for an ulcer of the lateral surface of the right lower leg, which had been present 
for three weeks. During the following week or two, cellulitis developed around the ulcer, which 
subsequently improved after the application of an antibiotic ointment (Mycitracin, an ointment 
containing neomycin and bacitracin}. Two months after her first visit the ulcer was clean, but 
the cellulitis was still present. At this time an area of localized gangrene was present on the 
left lower leg, which was inflamed and surrounded by an area of cellulitis. She was hospitalized 
in February, 1954, when the original ulcer on the right leg was inflamed, cellulitis persisted, 
and the lesion began to slough. Physical examination showed an obese woman with elevated blood 
pressure and the residual of a cerebral vascular accident two years previously which had 
involved the right side of her body. An intertriginous dermatitis was present in the infra- 
mammary and perineal areas. Two inflamed ulcers with surrounding cellulitis were present on 
each lower leg. The ulcers healed during her hospital stay. She was treated with moist com- 
presses at first and later with Panthoderm cream (a water-miscible cream containing 2% 
pantothenyl alcohol), The patient has remained well, with no recurrence of the ulcers during 
the past five months. Her diabetes has been well controlled with 20 units of NPH insulin 
daily. She now has the lower leg dermatitis, consisting of slightly raised indurated yellowish 
plaques which have a tendency to ulcerate. Seborrhea of the scalp and face is also present. 

Laboratory Findings—The blood and urine examinations were normal except for an elevated 
blood glucose (200 to 300 mg. per 100 cc.) and urine occasionally positive for sugar. Several 
microscopic examinations have been done, but none were suggestive of necrobiosis lipoidica 
diabeticorum except for one positive fat stain in March, 1954, Basal metabolic rates were +4 
and +3. 

DISCUSSION OF CASES OF NECROBIOSIS LIPOIDICA 

Dr. Freperic T. BECKER, Duluth: It is my belief that many of these ulcers situated above 
the ankle joint, especially on the medial and lateral aspects of the leg, are chronic in persons with 
hypertension, claudication, and other signs of diminished circulation, and should be studied by a 
peripheral vascular surgeon. Where there is an absence of contributory varicosities, a sympathetic 
block is done, with determinations of skin temperatures before and after. Those with pain, 
who are benefited by this procedure and develop an increase in skin temperature, we subject to 
sympathectomy if they are under 65 years of age. This has been beneficial in many of these 
cases, with a reduction of pain and rather rapid healing of these ulcers. I believe the first of the 
two cases of necrobiosis lipoidica is typical of necrobiosis without diabetes. We have found some 
of these patients with a markedly elevated blood cholesterol with symptoms of hypothyroidism, 
and they have been benefited by the administration of thyroid extract. 

Dr. I. Fisher, Minneapolis: I would agree with Dr. Becker that these look more like 
scars and lesions that are of a vascular character. However, in a patient of such an age there 
would appear to be a great deal of atherosclerosis. With sufficient arteriosclerotic change as the 
basis for the cutaneous lesions one would question the advisability of a sympathectomy to dilate 
those vessels. Sclerotic thickened vessels will not respond to any nervous stimuli or relaxation 
and will probably only remain the same caliber regardless of the effect of the sympathetic nerves. 


Lichen Sclerosus et Atrophicus. Presented by Dr. Jonn F. MAppEN, St. Paul. 


Mrs. L. J. B., aged 52, presents lichen sclerosus et atrophicus involving the external genitalia 
and perineum of about one year duration. Biopsy was done by the late Dr. J. F. Hammond and 
cannot be located at this time. 


Leucoplakia Associated with Ulceration and Hemorrhage. Presented by Dr. Joun F. 
Mappen, St. Paul. 


Mr. H. A. J., aged 70, stated that a white spot appeared on the ventral surface of the glans 
penis about 10 years ago and has extended distally to cover most of the ventral surface of the 
prepuce. At various times this becomes ulcerated and hemorrhagic without any apparent reason. 
He noticed no association with sexual intercourse. The last period of ulceration appeared about 
two months after he had had intercourse. The urethral meatus is normal. The ulcers that have 
appeared since June, 1954, have healed within about two weeks with the application of Pantho- 
derm cream. At the patient’s request, a biopsy was not done. 
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DISCUSSION OF TWO PRECEDING CASES 


Dr. F. W. Lyncu, St. Paul: I agree with the diagnosis of lichen sclerosus et atrophicus, 
but I believe that most surgeons and gynecologists would regard this as an example of kraurosis 
vulvae. To me there is no essential difference between the two conditions, and I regard them as 
variants of scleroderma. I think that the male patient has what is commonly called balanitis 
xerotica obliterans, but this too is a variant of lichen sclerosus et atrophicus and thus also related 
with scleroderma. There is no general agreement as to the validity of these statements, but I 
believe there is growing acceptance of this viewpoint. 

Dr. H. E. Micuetson, Minneapolis: I want to emphasize that in cases of meatus stricture 
in balanitis xerotica obliterans treatment should be dilation and never surgical. I recently saw a 
patient who had surgery performed, and the result was far from desirable. 


Epidermolysis Bullosa. Presented by Dr. FRANK MELTON, Fargo, N. D. 

I, B., a man aged 31. 

Family History.—Fraternal uncle had epidermolysis bullosa with similar deformity of hand. 
Both arms were amputated. Died at age of 34—“Cancer in his chest.” Siblings: Three half- 
sisters normal. (Father previously married.) Two sisters normal. One younger brother has 
epidermolysis bullosa and deformity of hands. (Mother is first cousin of father.) 

Past History.—Since birth, t ‘sters have appeared in areas of trauma, including the mouth. 
These heal slowly with formation of scars. Since the age of 5 years, his hands have been deformed 
and surrounded with a covering of scar tissue, making the fingers nonfunctional. However, he 
has been able to drive a car and used to drive a ’ actor. Present Illness: In December, 1952, a 
“warty-like” growth appeared on his left hand. Ti.4s was removed by his physician, but promptly 
recurred. In May, 1953, there were two firm horny tumors, 1 cm. and 1.5 cm. in diameter, on 
the anterior surface of the left thumb. Biopsy was done on these, and the report was clavus 
or callus. In September, 1953, these lesions were resected at the Mayo Clinic. Microscopic 
examination revealed hyperkeratotic overgrowth, but no evidence of malignancy. At that time 
the lesions were removed, the skin between the two radial digits of the hand (thumb and fore- 
finger) were excised. The raw areas of the exposed digits presented no normal subcutaneous 
tissue in the area exposed, and there was no evidence of any granulation. It was felt at that 
time that any effort to separate the digits further would meet with failure because there was no 
tissue that would nourish a skin graft. (This area where the digits were separated has subse- 
quently healed.) These two hyperkeratotic lesions recurred—no response to soaks and 3% salicylic 
acid ointment. 

In February, 1954, he was seen by Dr. John Madden and admitted to the University of 
Minnesota Hospital for two weeks. He was seen in consultation by the plastic surgery depart- 
ment, who felt that they did not have anything to offer in the way of treatment at that time. 
They did not feel tnat they should remove the verrucous lesion on the hand since it had previously 
recurred. According to the patient’s history, there was a recommendation at that time that the 
hand be opened up and grafted, but the patient did not want this done because he was afraid the 
area on the abdomen where the skin graft would be removed would remain scarred and would 
be irritated by his clothing. 

In April, 1954, he returned to the University Hospital, and the lesions on the hand were 
removed. Since that time, they have recurred and continued to grow. On Sept. 17, 1954, the 
lesion was 4 by 5 cm. in diameter. This lesion has always been very tender. In the past few 
months, the pain has been so severe that it could not be controlled by codeine, chlorpromazine 
hydrochloride (Thorazine), and sedatives. On Sept. 18 the median and superficial radial nerves 
were severed above the wrist for relief of the pain. 

Laboratory Findings—February, 1954. Urine negative, hemoglobin 14.5 gm. per 100 cc., 
WBC 9100, polymorphonuclears 59, lymphocytes 33, mononuclears 7, eosinophiles 1. Porphyrins, 
182 gm. urinary coproporphyrins per day. Liver function tests within normal limits except for 
cephalin-cholesterol, which was 3+. Sedimentation rate 27 mm. per hour. BUN. 9 mg. per 
100 cc. Total serum protein 7.6 gm. per 100 cc., albumin 3.5, globulin 4.1; thymol turbidity 2; 
serology negative. 

Chest x-ray shows an anomalous inferior accessory lobe on the right. X-ray of the hands and 
feet: Aside from minimal diffuse osteoporosis, the carpal and metacarpal bones appear normal. 
There was severe lateral flexion detormity of the fingers in each hand, and no separation of the 
soft tissue between the fingers is seen. Thumbs are at least partially separated. The terminal 
phalanges of the thumbs were pointed at their distal ends. Aside from some tapering of the left 
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fourth and fifth terminal phalanges, the bones of the feet are not remarkable. There is apparently 
separation of the soft tissues of the digits of the left. On the right there may be some fusion of 
the soft tissues of the first, second, and third digits. For discussion: Amputation of hand? Dis- 
articulation of thumb? 


DISCUSSION 


Dr. FranK MELTON, Fargo, N. D.: I have been able to find only three similar deformities of 
the hands reported previously, and of these only one had had any surgery. This was in an 1l-year- 
old child. I wrote to the surgeon in Baltimore to find out what the eventual outcome was. It healed 
without any grafting at all, although the deformity recurred. In his letter he had an additional 
note as follows: “A patient comes to my mind who has very painful and hyperkeratotic lesions 
from pressure or trauma. She had lesions of the cuticle of the nails where they had been trauma- 
tized from typing, but mostly on the bottom of her feet. She also developed an area on the palm 
where the handle of her crutch was used. All types of surgery were attempted on this patient, 
even replacing the heel with a large flap from the abdomen. The graft always heals, but the 
margins become hyperkeratotic. It eventually became necessary to amputate the one foot because 
of painful areas.” In the patient presented here today, there have been repeated biopsies in our 
clinic, at the University of Minnesota Hospitals, and at the Mayo Clinic. None of these showed 
any malignancy. What I would like to know is what we do now? I think something has to be 
done, either amputation or disarticulation of the thumb. 

Dr. WILLIAM KuSHNIRUK, Minneapolis: We had an opportunity to observe this patient at 
the University of Minnesota Hospitals. He has an interesting family history—his mother and 
father are first cousins. The patient’s paternal uncle also had epidermolysis bullosa; an amputa- 
tion of his lower arm had been performed. This wound failed to heal. Our surgical staff felt 
that they had nothing to offer for this patient. They had no past experience with such a disorder 
and they were afraid that wound healing would not occur. 


Congenital Ectodermal and Mesodermal Dysplasia. Presented by Dr. C. D. FREEMAN JR., 
St. Paul. 


B. K., aged 17 months. Not too much is known of the history of this child, as she is a patient 
of Gillette Hospital and her parents live out of town. Her mother is reported to have had a 
threatened abortion at the third month of pregnancy with this child, for which she was hos- 
pitalized. There was: no further trouble the rest of the term. There is a history of one previous 
miscarriage and one stillborn child. There is one sibling, aged 6 years. The mother is reported 
to have a chronic skin condition, the exact nature of which I have not been able to discover. 

Examination reveals evidence of physical retardation; there is an internal strabismus of the 
right eye, partial coloboma of the the right iris, retina, and choroid. There is also a small hatch 
of the right retina. There were only two teeth present at an age when she should have 8 or 10. 
There is absence of the fourth and fifth fingers, and webbing of the second and third fingers of 
the left hand. There is an apparent absence of the first metacarpal of the right hand. There is 
also dystrophy of the fingernails. There is an atrophic type of dermatitis of the cheeks, back, 
buttocks, and legs, with scarring on the right thorax and what appears to be a pseudotumor on 
the posterior right thigh. The serological test for syphilis was negative and the examination of the 
blood and urine was v - > rmal limits. Skin biopsies are presented. 


DISCUSSION 


Dr. Rosert Gottz, Minneapolis: When we saw the section from this case the only thing to 
which I could compare the mucoid degeneration of the connective tissue was with myxedema. 
I would like to suggest that this child has a generalized mesodermal defect, as evidenced by 
absence of certain phalanges; syndactilism, and perhaps even the strabismus, is related. On the 
other hand, there is no evidence that the epidermis is involved except secondarily. I recently 
saw a child who had had a hemangioma excised. Following surgery, there was wide gaping of 
the wound edges, and healing was by granulation. At that time the diagnosis of Ehlers-Danlos 
syndrome was unsuspected. I submit that wounds do not always heal well in these patients. 


Congenital Tumor of the Palate. (Torus Palatinus?). Presented by Dr. Joun F. MADDEN, 
St. Paul. 
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DISCUSSION 


Dr. Freperic T. Becker, Duluth: I think that this is a rather common situation, and most 
dentists recognize it. It would be my recommendation that this should be left alone. 


Case for Diagnosis: Atypical Lichen Planus? Drug Eruption? Blastomycosis? Histo- 
plasmosis? Presented by Dr. Jonn F. MappeEn, St. Paul. 


Mr. J. C., aged 18, received an injection of procaine in May 30, 1954, before the filling of 
one of his right lower molars. His gum never seemed normal to him after the injection. About 
June 4 he felt a pea-sized papule at the site of the injection. This remained about the same 
until approximately the last week of September, 1954, when the eruption suddenly spread over 
the buccal mucosa and lower gum margins. He also thought that he could feel lesions in his 
throat. He had been taking sulfadiazine for rheumatic fever for the past three years. As soon as 
the acute flare appeared in September he was changed to penicillin by the doctors at the Uni- 
versity Heart Hospital. Blood serological tests for syphilis were negative. Mantoux tests were 
negative. Histoplasmosis showed a severe reaction the size of an orange, and the patient’s entire 
arm pained for three to four days after the test was done. Examination shows vegetating granulo- 
matous patches along the lower gum margins associated with cross-hatched, white, firm, painless 
lines at their bases. Roentgenograms of the lungs were normal. No fungi of any type were found 
on any smears, in the biopsy sections, or on cultures. The entire process has been painless and 
asymptomatic. 

DISCUSSION 


Dr. Rosert Gottz, Minneapolis: I might add to the history. I saw this patient about three 
months ago at the University, and at that time he had a granuloma, probably three times as large 
as it is at this time. Since’ that time he has developed this diffuse process. I don’t think he has 
lichen planus. The biopsy is that of a granulomatous process, but we were unable to find any 
organism to account for it. 


Urticaria Pigmentosa (Formerly Bullous, Accompanied by Transient Urticaria). 
Presented by Dr. Francis W. Lyncu, St. Paul. 


J. T., five months of age, is one of nonidentical twins, the other presenting no cutaneous 
disorder. A pigmented area is said to have been present posteriorly on the right thigh since 
birth, gradually increasing in size, accompanied by redness and blistering on five occasions. On 
two of these occasions there were scattered hives at the time that the large pigmented plaque 
reddened and presented a blister. About two weeks ago the hives recurred, but a single dose of 
diphenhydramine (Benadryl) relieved them and no blister appeared. In the past several weeks 
the lesion has become less infiltrated and now shows central redness instead of blistering. When 
seen on September 8, the brown area was 25 by 65 mm. with some central redness and with four 
small areas of crusting and one blister. Biopsy presented. No x-ray studies of the skeleton. 
Three convulsions have occurred, but electroencephalography is said to have been normal. 


Urticaria Pigmentosa. Presented by Dr. Harotp G. Ravirs, St. Paul. 
Urticaria Pigmentosa. Presented by Dr. Joun F. Mappen, St. Paul. 


DISCUSSION 


Dr. Freperic T. Becker, Duluth: If the present contention is true that the mast cell 
produces heparin, then a preparation which would antagonize heparin, such as toludine blue, given 
orally, should be beneficial in these patients. There is now a good oral preparation available. 
I am wondering if anybody has had any experience in the use of this in cases of this type. 


Keratoderma Palmaris et Plantaris. Presented by Dr. JoHN F. MADDEN, St. Paul. 

Granuloma Annulare of Feet in a Boy of 6 Years. Presented by Dr. Haroitp G. Ravirs, St. Paul. 
Granuloma Annulare of Hand in a Boy of 14. Presented by STAFF OF ANCKER Hospital, St. Paul. 
Granuloma Annulare of Arms in a Woman of 34. Presented by Dr. HAROLD G. Ravits, St. Paul. 
Granuloma Annulare on Neck in a Woman of 44, Presented by Dr. JoHN F. MADDEN, St. Paul. 
Necrobiosis Lipoidica Diabeticorum Without Diabetes. Presented by Dr. JoHN F. MADDEN, St. Paul. 
Sexual Infantilism with Bilateral Cryptorchism. Presented by STAFF OF ANCKER Hospital, St. Paul. 
Urticaria Pigmentosa. Presented by Dr. Harotp G. Ravirs, St. Paul. 

Urticaria Pigmentosa. Presented by Dr. JoHN F. MADDEN, St. Paul. 
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NEW ENGLAND DERMATOLOGICAL SOCIETY 


Dr. E. Myles Standish, President 


Dr. Joseph Goodman, Secretary 
Hanover N. H. 
Oct. 10, 1954 


Basal Cell Epithelioma, Morphea Type. Presented by Dr. Water C. Losirz Jr., 
Hanover, N. H. 


A 34-year-old white housewife (E. W. #108734) had had a white plaque present on the right 
cheek since early childhood. The lesion started as a white papule, without history of preceding 
trauma. During a recent pregnancy, the center of the plaque became pigmented and crusted. 

There was a round, chalky-white, firm plaque, 2 cm. in diameter, on the right cheek. There 
was a raised, pigmented crusted center. Pathologic diagnosis: Basal cell epithelioma, morphea 
type. 

DISCUSSION 

Dr. Water C. Lositz Jr., Hanover, N. H.: The reason for presenting this case was not 
only that the lesion clinically resembled morphea, but also because it had been present 30 years 
on a 34-year-old patient. 

Dr. BERNARD APPEL, Lynn, Mass.: Might this not have been a connective tissue type of 
nevus, the white nevus, on top of which a basal cell epithelioma subsequently developed? I ask 
this because the color is not so much yellow as white. 

Dr. WALTER F. Lever, Boston: I think it is a typical morphea-type or fibrosing basal cell 
epithelioma. A characteristic feature of the morphea type of basal cell epithelioma is the accom- 
panying connective tissue proliferation. This proliferation explains the whitish-yellowish 
appearance of the lesion. 

I think it is better not to accept Dr. Appel’s supposition, but to regard the fibrous prolifera- 
tion and basal cell proliferation as a unit. 

Dr. E. Mytes StanpisuH, Hartford, Conn.: It would be interesting to know if anyone has 
seen a patient with an epithelioma of this type beginning as early as this patient’s did, or even 
an ordinary basal cell epithelioma beginning in early childhood. 

Dr. Joun F. Daty, Burlington, Vt.: I recalled two patients immediately when I saw this 
patient of Dr. Lobitz. One was a girl who was 31 when I first saw her. She had had this same 
type of white, smooth lesion since the age of 9 years. The other patient was a man who had had 
a lesion since the age of 12 years. Both of these lesions were on the face, the one in the young 
lady being on the side of the nose, that of the man being on the malar eminence, from which it 
spread to involve the entire lower eyelid. Both of these patients were treated by surgical excision 
and plastic repair. 

Dr. Donatp M. Pittssury, Philadelphia (by invitation): It was a revealing experience to 
find that in the Tumor Registry of the Armed Forces there were a number of specimens from 
persons who prior to the age of 30 developed basal cell epitheliomas. In many of those, there was 
a history of some type of lesion, presumably the same, in childhood. 

I have just recently seen two patients under 10 years of age with single basal cell epitheliomas. 
This type of lesion is not a rarity in young persons. 

Dr. E. Mytes StanpisH, Hartford, Conn.: It is also interesting to bring out the power of 
the biopsy. I am sure that a good many lesions in the past were entirely missed. It is now the 
custom to do biopsies so frequently that many of these lesions are diagnosed properly, whereas 
formerly they might have been passed by. 


Superficial Epitheliomatosis, Squamous Cell Type, Bowen’s Disease? Presented by 
Dr. Otts Jittson, Hanover, N. H. 

O. S. (#6751), a 52-year-old white housewife, developed a skin lesion on the ulnar side of the 
left wrist 35 years ago. Similar lesions developed on the right thumb six years ago, on the 
dorsum of the left foot two years ago. There had been crusting at times. 

There were three plaques of dermatitis located as noted above. The lesion on the right 
thumb was eczematous; the other two were dry and scaly. All three presented a shiny, sharply 
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demarcated border. Pathologic study of sections from all three lesions led to a diagnosis of 
superficial squamous cell epitheliomata, with a question of Bowen’s disease. 


DISCUSSION 


Dr. Oris Jittson, Hanover, N. H.: This is another example of chronic epitheliomas occur- 
ring on the skin, the lesion on the left wrist having been present for 35 years. This is an 
example of superficial epithliomatosis, not of the common dry basal cell type, but of the type 
referred to as the wet, squamous cell multicentric epithelioma. We believe that one of the most 
interesting aspects of this case is the fact that a squamous cell epithelioma in situ can exist for 
35 years without any evidence of dissemination. 

Dr. WaLTER F. Lever, Boston: I would regard this as a squamous cell carcinoma in situ, 
and that is actually what Bowen’s disease is. There are two types of epidermal tumors that occur 
within or in direct apposition to the epidermis. One is the multiple superficial basal cell epitheli- 
oma, and the other is Bowen’s disease, which is a squamous cell carcinoma in situ. 

In this case, the histologic picture shows no invasion of the tumor into the dermis. Much 
about it was atypical, with scrambling up of the epidermal cells. There is even some loss of inter- 
cellular bridges, so-called acantholysis. I could find no dyskeratotic cells, but their presence is 
not a requirement for the diagnosis of Bowen’s disease. 

Dr. Joun F. Daty, Burlington, Vt.: I’d like to ask Dr. Lever how he would classify the 
intraepidermal epithelioma of Borst-Jadassohn type. 

Dr. WaLTER F. Lever, Boston: The Borst-Jadassohn type is a basal cell epithelioma related 
to the multiple superficial basal cell epithelioma. In the multiple superficial basal cell epithelioma 
of the common type, there is some downward proliferation, whereas in the Borst-Jadassohn 
type all or practically all tumor tissue is located within the epidermis. 

Dr. Rosert F. Tittey, Boston: What about the keratotic papules on the sole, and what 
about the history of the unknown “blood tonic” the patient took in childhood? This suggests 
arsenic as the cause, 

Dr. Oris Jittson, Hanover, N. H.: There is a rather strong possibility of arsenic ingestion 
here, but we were not able to find out what medicine was taken some 40 years ago. 

Dr. Ettwoop C. WertsE, Bridgeport, Conn.: I wonder how frequently the general pathol- 
ogist recognizes lesions of this type. The reason I ask that question is because of a patient 
with a similar lesion on the forearm. She went to a clinic associated with one of our medical 
schools, where a section was examined by a general pathologist. His opinion was apparently 
not conclusive, as she was told to report back there once a year for a biopsy. The lesion was 
obviously a patch of Bowen’s disease. Simple excision was enough to eradicate the lesion 
forever. 

Dr. Harvey B. ANSELL, Portland, Me.: In answer to Dr. Weise’s question, I have been 
told by general pathologists that they see this picture fairly commonly in the cervix and that they 
call it epithelioma in situ of squamous cell type. 

Dr. Donatp M. Pitussury, Philadelphia (by invitation): Certainly if these lesions are 
small, they can be easily taken care of by excision or electrocoagulation and curettage, but with 
larger lesions it occasionally becomes a more difficult matter. Over the past six years, we have 
treated by x-ray some 50 lesions of this general type in a group of eight patients. The results 
have been extremely satisfactory from the standpoint of lack of any reaction and absence of any 
adverse effect upon the blood vessels of the skin. Ordinarily, 1000 r is given at weekly or two- 
weekly intervals up to 4000 r or 5000 r total. Atrophy will be avoided if one keeps the individual 
dose fairly low and does not treat again until the moderate epitheliitis has subsided. 

Dr. Hersert MEscon, Boston: It seems that this case poses more than just this individual 
problem. So far as we know, this lesion has not changed in 35 years. If we include this lesion in 
the squamous cell epithelioma group, then we must revise our conception of the malignant 
potential of squamous cell epithelioma. On the other hand, I think there is a reasonable doubt 
as to the correctness of calling this lesion a squamous cell epithelioma. Perhaps it is an aberrant 
form of a superficial basal cell epithelioma of multicentric origin. The clinical history might well 
support this diagnosis. 

Dr. Harry Betitacu, New Britain, Conn.: I think the concepts of malignancy and the 
killing aspects of cancer have already been revised. Physiologically we don’t determine the 
malignancy of cancer by what is on the slide. The best example of this is the benign prepubertal 
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melanoma which pathologically is a killer and clinically is not. The pathologists and the surgeons 
know that every adenocarcinoma of the breast is not a killer. 

Dr. WALTER F. Lever, Boston: I think the most important thing is that the lesion here 
presented is not an invasive tumor. Once a lesion representing Bowen's disease becomes invasive, 
then the situation is a rather serious one, because then the tumor usually metastasizes; but in the 
histologic sections of this case the basal cell layer is intact and invasion has not taken place, so 
that one can say here, even from the histological point of view, that as yet the tumor does not 
have malignant characteristics. 


Hodgkin’s Disease with Nonspecific Skin Manifestations. Presented by Dr. Oris JILLson, 
Hanover, N. H. 


R. J. (#100414), a 27-year-old white male clerk, developed an acute generalized dermatitis in 
February, 1953. In June, 1953, a cervical lymph node was excised. Microscopic changes char- 
acteristic of Hodgkin’s disease were found. In July, 1953, the patient was hospitalized with a 
generalized dermatitis, presenting lesions of various types. There were psoriasiform plaques on 
the scalp, trunk, and arms. There were lesions on the face suggesting lupus erythematosus and 
seborrheic dermatitis. There was an annular lesion on one arm, eczematous and pustular lesions 
on the legs. 

In July, 1953, all laboratory examinations except the lymph node biopsy were negative 
(including a bone marrow biopsy). Between July, 1953, and June, 1954, the patient received 
antibiotics and potassium arsenite (Fowler’s solution). 


DISCUSSION 


Dr. Otis Jittson, Hanover, N. H.: This man has Hodgkin’s disease. Histopathologic 
section shows the typical Dorothy Reed giant cell. Over a period of 18 months this patient 
showed the various nonspecific clinical manifestations which are frequently associated with 
lymphoma. His appearance has suggested lupus erythematosus, seborrheic dermatitis, and 
eczematous disease. Some of the lesions have been psoriasiform. 

At the present time, he shows no evidence of a lymphoma. During this stage of his disease, his 
response to various intradermal skin tests, such as oidiomycin and trichophytin, is positive at 
24 to 48 hours. Our experience with other patients of this type has shown that later, as the 
skin disease begins to clear, the lymphoma then is manifested. At this phase of the disease, the 
patients will then be shown by intradermal skin tests to be in the well-known stage of positive 
anergy. 

Since we know that somewhere Hodgkin’s disease exists in this man, is it of value to treat the 
systemic disease, even though not recognizable now, by means of such agents as x-ray or 
nitrogen mustard? This is a debatable question in our Clinic. Some of the internists believe that 
possibly life may be prolonged by treating at this stage; others believe that we should wait and 
reserve treatment against lymphoma itself when it is clinically manifested. 

Dr. Leon Basatian, Portland, Me.: I was interested in the fact that in this case many 
lesions suggest “Parapsoriasis en plaques disseminées,” which is often a precursor of a lympho- 
blastoma. 

Dr. Lester J. BrENVENU, Manchester, N. H.: In 1951 I saw this patient with what appeared 
to be a simple seborrheic dermatitis of the medial part of the cheeks and of the nose. This 
continued for several months before new lesions developed on the body. 

Dr. Paut J. CaTINELLA, Boston: I am in favor of treating this man now, not so much for 
the effect it would have on the course of his Hodgkin’s disease, but in order to allay his dis- 
comfort. 

Dr. BERNARD APPEL, Lynn, Mass.: In patients with lymphomas, I have been able to obtain 
a useful type of temporary antipruritic and suppressive effect with injections of oxophenarsine 
hydrochloride (Mapharsen), as well as with potassium arsenite. I feel that it is safer to use 
oxophenarsine hydrochloride than potassium arsenite, especially from the standpoint of late 
arsenical effects. I have been able to continue the intravenous injection of oxophenarsine in some 
of these patients over a much longer period of time than I would have been able to continue 
the use of potassium arsenite. I remember, e. g., one patient with this general type of lympho- 
blastoma whom I was able to keep fairly comfortable by weekly and occasionally semiweekly 
intravenous injections of oxophenarsine for as long as two years. 
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Dr. Mauray J. Tye, Haverhill, Mass.: I think we are treating these patients sympto- 
matically at present and not trying to get a cure. I suggest the use of cortisone in this patient. 

Dr. Maurice M. Tovman, Boston: I rise to that point. We have recently in the Veterans 
Service received some patients who have had intensive therapy to the point where no more 
could be safely given, and the problem of severe pruritus and discomfort of the patient came to 
the fore. We have been able now to maintain these patients up to three years on cortisone therapy. 

One patient, who became quite resistant to treatment, was given cortisone, but in trying to 
cut down the dose there was a rebound reaction. However, by cutting down the dosage by 5 mg. 
per week, we were able to reduce the dose to 35 to 50 mg. of cortisone by mouth, with complete 
absence of itching. There was, however, little effect on the appearance of the skin lesions. 

Dr. Joun L. Fromer, Boston: I would like to agree with what Dr. Tolman has just said. 
It would seem to me that the use of either corticotropin (ACTH) or cortisone would help this 
man’s pruritus. We have two patients in our mycosis fungoides series who have this type of 
clinical lesion and who respond quite well to corticotropin gel. 

The cathode ray would be ideal in treating this patient. We now have 35 patients in the 
cathode ray series. We have seen this type of lesion in two. We have not seen any of our 
mycosis fungoides patients develop Hodgkin’s disease, even though we have a number of lymph 
node studies. : 


Poikiloderma Atrophicans Vasculare (Jacobi) Associated with Lymphoma of the Skin, 
Type Yet to Be Determined. Presented by Dr. Orts Jittson, Hanover, N. H. 


P. R. (#110129), a 70-year-old white man, developed mottled red and brown plaques on the 
skin 8 or 10 years ago. The lesions had been scaly, but they had not itched and had not spread 
beyond the original areas of involvement. 

There were erythematous, hyper- and hypopigmented, scaly, telangiectatic, and atrophic 
plaques, symmetrically distributed on the abdomen, lower back, and legs. There was also involve- 
ment of the inner aspect of the right arm. : 

Medical examination revealed no evidence of lymphoma. The complete blood count was 
normal. Biopsy of the skin showed in the upper cutis a marked infiltrate consisting of atypical 
plasma cells and large immature reticular cells with occasional clumping. 


DISCUSSION 


Dr. Otis Jittson, Hanover, N. H.: We have had experience with four cases of poikiloderma 
atrophicans vasculare of Jacobi, two of which histopathologically showed the picture of lupus 
erythematosus. One patient went on to develop mycosis fungoides. Now we have this patient in 
whom we believe there is a strong possibility of a lymphoma in the skin, type undetermined. 
We would like to raise the question : Is there such a disease as poikiloderma vasculare atrophicans 
of the idiopathic type? It seems today that most of these cases are associated with some systemic 
disease. 

Dr. Jacop H. Swartz, Boston: I would like to suggest a biopsy of muscle. This case 
suggests to me strongly the diagnosis of poikilodermatomyositis. Poikiloderma can occur with- 
out systemic disease, although it is rather surprising that those cases that I have seen in the past 
few years have all had dermatomyositis or lymphoma. 

Dr. Rosert D. GRIESEMER, Boston: What are the chances of finding pathological abnormali- 
ties of the muscle if there are no symptoms in the muscle? 

Dr. Jacos H. Swartz, Boston: Even though there is no definite evidence of gross muscle 
disease, you may find pathology. This patient does have vague muscle pain. He complains of 
discomfort on pressure of some of the muscles around the shoulder. One many find microscopic 
muscle pathology without gross pathology if those muscles are studied. 

Dr. Mauray J. Tye, Haverhill, Mass.: At the Boston City Hospital a patient with poikilo- 
derma came to autopsy. Every organ was examined carefully. Nothing else was found except the 
poikiloderma. 

Dr. WALTER F. Lever, Boston: There are two groups of diseases that were known to be 
associated with poikiloderma atrophicans vasculare of Jacobi, the lymphoma group and the 
collagen group of diseases. In this histologic section, I think there is very little, if any, doubt 
that this is lymphoma. I cannot conceive how the large reticular cells present could be of a purely 
nonspecific inflammatory nature. I am, therefore, willing to say that this case belongs to the 
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group that is associated with lymphoma and not with dermatomyositis. I cannot say which type 
of lymphoma exists. Most likely, it is reticulum cell lymphoma or possibly Hodgkin’s disease. 

Dr. Joun L. Fromer, Boston: We have one patient who came to us with a diagnosis of 
poikiloderma, nonspecific in type. Multiple biopsies showed mycosis fungoides. The skin lesions 
were more markedly atrophic than are those of this patient. I wondered about the use of radiation 
in a patient who already looked as if she might have radiation disease. 

However, with 114 mev on the cathode ray machine, giving less therapy than we ordinarily 
do to infiltrated plaques, she has shown a remission as satisfactory as in our usual group with 
their first series of treatments. We expect that her lesions will recur, however. This is the only 
patient with poikiloderma in our group. 

Dr. ALFRED HOLLANDER, Springfield, Mass.: I would like to come to the rescue of the 
term “pnikiloderma vasculare atrophicans.” The original case of poikiloderma described by 
Jacobi was a case different from the one presented today. It remained as a case of poikiloderma 
without changes. There are cases of localized and generalized poikiloderma which from the 
beginning are true poikiloderma vasculare atrophicans and remain so. If you do biopsies from 
time to time the examinations usually do not show any change to lymphoblastoma. Cases which 
show such changes are not identical with the picture which Jacobi described. 


Lupus Erythematosus, Disseminated Type? Presented by Dr. Watter C. Lositz Jr, 
Hanover, N. H. 


H. E. (#64846), a 56-year-old white man, in July, 1948, developed an eruption on the nose 
following a sunburn. One month later, similar lesions developed on the cheeks, forehead, neck, 
scalp, and shoulders. When first seen a few months later, the lesions showed erythema, scaling, 
follicular plugging, and slight central atrophy. Biopsy in 1948 was consistent with a diagnosis 
of lupus erythematosus. In 1951 and 1954, biopsies showed characteristics which were con- 
sistent with a diagnosis of pemphigus erythematoides (Senear-Uslhier). Repeated examinations 
for L. E. cells were negative between 1951 and 1954. 

Dr. WALTER C. Lositz Jr., Hanover, N. H.: This case is a puzzler. Originally in 1948 the 
patient had the classic clinical and histologic appearance of chronic discoid lupus erythematosus. 
Then in 1951 he had the classic clinical and also histologic picture of pemphigus of the Senear- 
Usher type. Recently he has developed some symptoms that might be associated with disseminated 
lupus erythematosus. The question is, does he have two diseases? 

Dr. Maurice M. Totman, Boston: Here is a man who obviously has scarring and lesions 
characteristic of lupus erythematosus discoides. Then some time later he has a picture which was 
described as Senear-Usher syndrome. Later the patient develops arthritis, which is attributed in 
certain cases to the collagen disease which we call disseminated lupus. It is perhaps nice if 
we can reduce these symptoms to a single diagnosis, but it is perfectly possible for a man who 
has discoid lupus to develop some other disease. I think we could best explain this picture on the 
basis of two diseases, discoid !upus erythematosus and the Senear-Usher type of pemphigus. 


Dr. WALTER F. LEvER, Boston: The Senear-Usher type of pemphigus doesn’t lead to scar- 
ring. I would like to say, however, that all cases published as Senear-Usher type of pemphigus 
must be reevaluated since the histologic differentiation of the pemphigus group came along. The 
histological picture of lupus erythematosus and of Senear-Usher pemphigus is so different that, 
provided one has a good section, there should be no difficulty in distinguishing between the two, 
even though clinically they resemble each other. 

In this case, the first biopsy presents a typical lesion of chronic discoid lupus erythema- 
tosus. It clearly shows the most characteristic features of lupus erythematosus, the hydropic 
degeneration of the basal cell layer. The second biopsy, taken in 1951, presents the classical 
picture of pemphigus foliaceus, with a bulla in subcorneal position. I believe that all true cases of 
Senear-Usher pemphigus represent pemphigus foliaceus, either in an initial or in an abortive 
stage. Thus, I agree with Dr. Tolman in his interpretation of the case. 


Myxomatous Degeneration of Skin? Mucinosis? Presented by Dr. WALTER-C. Lositz Jr., 
Hanover, N. H. 


H. H. (#58745), a 45-year-old white housewife, developed pernicious anemia in 1946. The 
anemia has been well controlled. In 1950, after mild trauma, she developed an ecchymotic area 
which enlarged gradually and became firm and nodular with a central yellow discoloration. The 
lesion has been nontender. Since 1950 it has remained unchanged. 
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DISCUSSION 


Dr. WALTER C. Lositz Jr., Hanover, N. H.: The only systemic disease that we can find 
in this patient is controlled pernicious anemia. These plaques have not changed in character 
for the past several years. The nodular quality that one sees and the translucent quality that can 
be seen is the result of a deposition of a mucinous type of fluid. When one does a biopsy, a 
slimy material appears. We were very surprised when that happened, because we thought 
perhaps we were dealing with a localized myxedema. Under the microscope with all the various 
stains one can see some of the clear spaces that had the slimy material in it, as well as an 
obvious connective tissue change. 

We couldn’t identify the material when we stained for mucin; the material does not stain 
with Schiff stain or any of the other stains we can do on our routine sections. I think it should 
be emphasized that all of these stains were done on paraffin-fixed sections, and perhaps we did 
dissolve it out. We want to repeat the biopsy using a freeze dry or a frozen technique on it. Histo- 
logically, the type of cells is reminiscent of the type which one sees in the umbilical cord 
(Wharton’s jelly). 

Dr. WALTER F. Lever, Boston: I would suggest perhaps that you do a toluidine blue stain 
on this paraffin-fixed material. In some cases in which the material is negative on the PAS 
stain, it is positive on staining with toluidine blue. There is no doubt that we are dealing with 
mucin, but there are different types.of mucin. Therefore, the staining reactions aren’t always 
as clear-cut as we would hope to find them. 

Dr. WaLTER C. Lositz Jr., Hanover, N. H.: Would you think that this is a mucinosis? Is 
it a myxomatous degeneration, or is it actually a type of mucin formation? 

Dr. WALTER F. LEver, Boston: Since this patient has no systemic disease, one must regard 
it as a localized process and most likely as a fibromyxoma or a fibroma that has undergone 
mucinous degeneration. 

Dr. HERBERT MEscon, Boston: It has been concluded, particularly in the study of the 
umbilical cord, that you will not see that type of mucin without either frozen section or formalin 
vapor type of fixation. We have been able to demonstrate this in some of the myxomatous cases. 
I predict in such a case that toluidine blue would be hegative, too, if it is fixed in formalin 
solution, because that would dissolve out certain types of mucin. As for the difference between 
myxoma and mucinosis, I don’t know if we have any definite criterion for differentiation. Until 
we can prove histologically that we are dealing with-two separate compounds, I don’t believe 
that we are justified in making separate diagnoses. We studied three cases of localized myxedema 
and were unable to stain the material in either frozen or paraffin section. 


Subacute Disseminated Lupus Erythematosus and Morphea. Presented by Dr. WatTeR C. Lositz Jr., 
Hanover, N. H. 

Dermatomyositis. Presented by Dr. WALTER C. Lositz Jr., Hanover. N. H. 

Necrobiosis Lipoidica Diabeticorum. Presented by Dr. Otis Jm.tson, Hanover, N. H. 

Incontinentia Pigmenti (Two Cases). Presented by Dr. Otis Jittson, Hanover, N. H. 

Fox-Fordyce Disease (Miliaria Apocrina). Presented by Dr. WALTER C. Losrtz Jr., Hanover, N. H. 

Keratosis Follicularis (Darier’s. Disease). Presented by Dr. Otis JiLtson, Hanover, N. H. 

Kaposi’s Sarcoma. Presented by Dr. WaLTER C. Lositz Jr., Hanover, N. H. 

Adenoma Sebaceum (Three Cases). Presented by Dr. WALTER C. Lositz, Hanover, N. H. 

Suppurative Ringworm from Cattle (“Barn Itch”) (Two Cases). Presented by Dr. Otis JiLtson, Hanover, N. H. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 


Max E. Krause, M.D., President 


R. Raymond Allington, M.D., Secretary 
Nov. 19, 1954 


Incontinentia Pigmenti. Presented by Dr. Davip Tay or, Fresno. 


M. S., a 3%4-month-old white infant girl developed an eruption, which the mother describes 
as measles, about two weeks after birth. This eruption disappeared in a week, and shortly there- 
after brown linear whorls and streaks of hyperpigmentation appeared on her trunk and all four 
extremities with the most pronounced involvement on the right side. This was approximately in 
the same distribution as the eruption which was described as measles. A few weeks later, a 


674 








UMI 


SOCIETY TRANSACTIONS 


verrucous brown area was observed on the left eyebrow. This lesion has disappeared, but the 
other areas of hyperpigmentation have remained unchanged. There have been no new lesions 
recently. 

The mother states that she had no illnesses of any type during her pregnancy except for a 
mild pyelitis during the third trimester which promptly responded to Terramycin. The delivery 
was normal and uncomplicated. Twenty-four hours after delivery the infant developed progressive 
left-sided convulsions which were attributed to a subdural hematoma. Aspiration confirmed the 
diagnosis of a large subdural hematoma on the right and a small subdural hematoma on the left. 
Several aspirations were done in the next two weeks. There have been no convulsions since the 
last aspiration. Barbiturates were administered during the infant’s hospitalization. There is no 
family history of a similar disorder. 

The infant is an alert, active, well-nourished girl with a satisfactory development for her age. 
Physical examination is negative except for pale brown linear streaks and whorls on both sides 
of the trunk and extremities. The skin of the hands and feet is normal. On the scalp, there is a 
2 by 4 cm. band of noninflammatory alopecia to the right of the vertex. 


Complete blood counts and urinalyses revealed no abnormal findings. Specimen for biopsy 
was removed Nov. 4, 1954, and a diagnosis of probable incontinentia pigmenti was made by 
Drs. Wilbert and Perry Sachs. 


DISCUSSION 


Dr. GiLBert BEIRNE: During the recent dedication of the Proctor Laboratories at the 
University of California Medical Center, there was a panel discussion of heterochromic cyclitis 
or Fuchs’s syndrome. The syndrome was first described in Switzerland, and Bruno Bloch has 
tried to establish some relationship between incontinentia pigmenti and Fuchs’s syndrome. The 
diseases may coexist, but his series was too small to be of statistical significance. Fuchs’s syn- 
drome may be followed by glaucoma, but incontinentia pigmenti has no serious sequelae. I have 
seen two patients in my own practice who had heterochromic cyclitis and presumably unrelated 
dermatologic diseases. 

Dr. Davip Taytor, Fresno: (Dr. Taylor briefly reviewed the subject of incontinentia 
pigmenti.) Since this is a benign condition, no treatment is necessary. However, monobenzyl ether 
of hydroquinone combined with vitamin C might be tried. 


Case for Diagnosis (Granuloma Annulare). Presented by Grorce T. LENAHAN, M.D. 


History.—G. M., a 28-year-old American woman first noticed the appearance of nodules on 
her fingers in 1952. A biopsy specimen obtained at the time was diagnosed as granuloma annulare, 
and the area was treated with roentgen rays. In January, 1954, a new nodule appeared, associated 
with pain and swelling of her knees. She was seen by an internist who diagnosed arthritis, but 
no treatment was prescribed. Another internist diagnosed rheumatoid arthritis and referred her to 
a dermatologist who confirmed the diagnosis of granuloma annulare and treated the lesions with 
liquid nitrogen. The natient returned to me three weeks ago complaining of an increase in the 
number of her lesions. 

Examination.—On physical examination at this time, there is a pigmented scar on the volar 
surface of the left wrist which is the result of treatment with liquid nitrogen. On the palmar 
surface of the proximal phalanges of the left third and fifth fingers there are soft tissue swellings, 
moderately firm on palpation. No lesions are present on the dorsal surface of any of the left 
fingers. On the dorsal surface of the right fourth finger, there is a small nodule and a soft tissue 
swelling of the palmar surface of the right second finger. Two firm nodules are present in the 
flexor tendons of the right second and third fingers. Otherwise, this woman appears to be in good 
health except for moderate acrocyanosis. 

Results of urinalysis, blood count, and electrocardiogram are normal, but roentgenograms of 
the spine and hands show degenerative arthritis. 

The tissue section presented shows the characteristic pathology of granuloma annulare. 

Treatment.—The patient’s internist has prescribed high doses of vitamin D, milk, and normal 
intake of multivitamins. 

Comments.—This case is presented for diagnosis and suggestions for therapy. Her internist 
believes this is a rheumatoid arthritis and feels the subcutaneous tissue changes and acrocyanosis 
are compatible with her arthritis. Clinically, most of the lesions do not resemble granuloma 
annulare. 
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DISCUSSION 

Dr. S. Witt1am Levy: On the basis of the histopathologic as well as clinical appearance, I 
should like to suggest that this is the type of rheumatic nodule associated with rheumatoid 
arthritis and occasionally with other collagen diseases. 

Dr. Hersert L. JosEPH, Vallejo: The tissue reaction suggests granuloma annulare, 
although clinically the lesions do not resemble this disease. In treatment, I have had good results 
with the local injection of hydrocortisone acetate (Cortril) in aqueous suspension into the lesions 
in eight patients with granuloma annulare. Six of these patients have not had recurrences. 

Dr. Davin Taytor, Fresno: Removal of a specimen for biopsy may at times cause dis- 
appearance of this disorder. On that basis I have injected several patients with granuloma 
annulare locally with 2% procaine hydrochloride, and lesions have disappeared. 

Dr. Joun B. FrericHs: On microscopic examination the specimen shows more necrosis 
than one ordinarily sees in granuloma annulare, although I don’t think that would rule out the 
diagnosis. One can usually not distinguish between this and rheumatic nodule pathologically, but 
this might well be the latter since the zones of necrosis are bigger and more clear-cut than usually 
seen in granuloma annulare. 

Dr. Georce T. LENAHAN: The lesion I first examined disappeared after I performed the 
biopsy. I treated another area with a total of 1100 roentgen units over a period of a year and it 
too finally disappeared. Clinically, these lesions do not suggest granuloma annulare. Her acro- 
cyanosis is of importance and probably represents the vascular spasm frequently seen with 
rheumatoid conditions, so that a diagnosis of rheumatoid nodules seems more justifiable. 


Cutis Verticis Gyrata and Dermatitis Papillaris Capillitii. Presented by Dr. WitLt1am 
Levy and Dr. Lee Hartow (by invitation). 


Mr. E. O., a 51-year-old white man, first noticed a lesion on the back of his neck four months 
prior to presenting himself for examination. No treatment had been received. 

He was unaware that there was any peculiarity in regard to the skin of his scalp. 

At the nape of the neck, in the midline, there is a raised, irregular, follicular, papular lesion 
which measures about 2.5 by 1 cm. The skin over the scalp is thrown into folds and ridges 
giving a cerebriform appearance. 

The general physical examination including endocrinological investigations is negative. 

Examination of a 4 mm. punch biopsy specimen shows a picture consistent with dermatitis 
papillaris capillitii. 

DISCUSSION 

Dr. Epwarp A. Levin: I will limit my remarks to the neck lesion only as there is no 
treatment necessary or effective for the disease or condition of the scalp. The neck lesion may 
respond to compresses and local antibiotics; however, in severe and resistant cases, extirpation 
of the lesion followed by skin grafting is often the only curative therapy. 

Dr. Mortimer S. Fax, Reno, Nevada: I think that one of the principal problems in treat- 
ing these lesions is in finding a means to reach the foci of infection. May I suggest the careful 
use of podophyllin ointment (one must be careful because this can initiate a severe reaction) 
plus the use of antibiotics systemically as well as topically. By this method it may be possible to 
plane down these lesions and reach the source of the infection. 

Dr. Davip Taytor, Fresno: I would like to ask Dr. Levy if he has had any experience with 
dermabrasion in such cases. 

Dr. Kemp Downy: In answer to Dr. Taylor’s question, I would like to cite an instance of 
dermabrasion for a similar type of lesion. The patient had a keloid on the back of the neck. 
We planed the lesion and gave following care with local applications of neomycin ointment and 
parenteral penicillin for a period of about three weeks. This in turn was followed by x-ray. 
During a one-month observation period there has been no sign of recurrence; however, it will 
take another two or three months to adequately assay the effectiveness of this treatment. 

Dr. Ervin Epstein, Oakland: Dr. Levin mentioned that extirpation of these lesions is often 
the only resort. I have attempted this type of therapy with unsatisfactory results. The process 
extends below the fascia in many instances. It is difficult for me to see how a superficial removal 
as obtained with dermabrasion would accomplish much. 
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Dr. MANUEL F. ALLENDE: I would like to suggest the local injection of hydrocortisone. I 
think infection is not the only thing here. The mechanism is probably a hypersensitivity reac- 
tion, and I have had relatively good results with steroids in three cases of this type. 


South American Blastomycosis. Presented by Dr. Frances A. Torrey and (by invitation) 
by Dr. CARLYN Hatpe and Dr. JosepH P. Mark. 


Mr. J. P. U., a 53-year-old Latin American, was living in Venezuela seven months ago, when 
he first noticed something he described as feeling like a foreign body sticking out of the right side 
of his palate. A dentist advised him to remove his dental bridge. After several weeks without the 
bridge the lesion on his palate continued to spread. He was treated with many injections of 
penicillin without improvement. A biopsy specimen was then examined and the patient was 
told that he had a fungus disease. Although his general health and appetite were good, he lost 
26 Ib. (11.8 kg.) in the past two months, owing to pain on eating and chewing. Talking had 
also become painful. Before coming to the United States for treatment, the patient responded 
with temporary improvement to sulfonamide therapy at home. 

Well-developed man showing evidence of recent loss of weight and experiencing obvious 
pain on talking and swallowing. The soft and hard palate show a surface which is thickened, 
granular, and irregularly injected in appearance. The uvula and hypopharynx reveal shallow, 
membrane-covered areas extending as far as can be seen. The larynx itself does not appear 
involved, but the vocal cords are somewhat red. No skin lesions are seen. Physical examination 
otherwise negative. 

Laboratory Findings——Blood examination, Nov. 9, 1954, showed a white cell count of 9400 
with normal differential count. Erythrocyte sedimentation rate 14 mm. (Wintrobe) corrected. 
Routine urine examination negative. Urine culture for fungus not yet reported. Stool occult 
blood negative, Nov. 11 and 15, 1954. Sputum cultures for fungus not yet reported. 

Skin tests : Coccidioidin—+ at 48 hours ; histoplasmin : — at 48 hours; tuberculin, PPD, first 
strength: negative. 

Thymol turbidity test, Nov. 12, 1954: 5 units; serum albumin: 4 gm. per 100 cc., globulin 
3.5, Nov. 15, 1954. 


Phenolsulfonphthalein excretion, Nov. 16, 1954: 


Time, Min. : % Excreted 
DB ier vies 's cig ye Ciewa cy haw be eu eae eeseawes 10 
BOC a pe rdesua ce oy dayy avec tee eesonedangates 25 
Sepals Maer 8 A peepee poe oe, re ATS 20 
DA oes Cas Sas hii Ve Las 6 be vee Reva caneeee, 10 


Chest roentgenogram, Nov. 9, 1954, shows widespread, patchy diffuse involvement of both 
lung fields, probably on the basis of fungus infection, although other types of miliary involve- 
ment cannot be excluded on this examination. 

Roentgenographic examination of upper GI tract shows no evidence of disease of the 
esophagus, stomach or duodenum. 

Roentgenographic examination of the long bones of the extremities shows no evidence of 
disease. 

Serologic test for syphilis negative. 

Histologic examination of a specimen removed from the palate for biopsy shows a picture 
characteristic of a granuloma and compatible with a deep mycosis. Periodic acid-Schiff stain 
shows organisms in the tissue, giving an appearance compatible with a diagnosis of South 
American blastomycosis. 

Culture of biopsy specimen on blood agar, at 37 C, shows growth identified as Blastomyces 
brasiliensis. Culture of biopsy specimen on Sabouraud’s medium, at room temperature, shows 
only minimal filamentous growth. 

Weight: (Nov. 8, 1954) 59.5 kg.; (Nov. 17, 1954) 55.6 kg. 

Treatment was initiated on Nov. 12, 1954, and has consisted of daily intravenous infusions of 
225 mg. of 2-hydroxystilbamidine, dissolved in 250 cc. of 5% dextrose in water, and given over a 
period of 30 to 45 minutes, shielded from daylight. He is also taking a high caloric liquid diet and 
supplementary vitamins. 

There has been no objective or subjective change in the patient’s condition up to this point, 
other than the continued loss of weight noted above. No trigeminal nerve changes have been 
noted. 
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DISCUSSION 


Dr. JosepH P. Marx: Apparently this disease is readily recognized in South America as 
this patient was diagnosed as having blastomycosis on his first visit to a physician. He was 
advised that roentgen therapy was the only effective treatment. I have discussed this with 
several zadiologists and they were not familiar with the type of radiation or the mode of 
administration. 

Dr. Estesan Reyes, SAN Satvapor, El Salvador: In our Skin Department in* San 
Salvador, blastomycosis of the South American as well as of the North American type, is 
treated with sulfonamides, antibiotics, antimony potassium tartrate (tartar emetic), diethyl- 
stilbestrol, iodides, x-ray, etc., but no one drug has proved satisfactory so far; that is to say, in 
the actually healing sense that we would like to see. In all of our cases we have unfortunately had 
a recurrence of the disease. 

The specific case we have under discussion is particularly interesting for the lesion is 
located in the roof of the mouth; this circumstance is responsible for the disease to be clinically 
mistaken in many cases for espundia and rhinoscleroma. In the present case there is no problem 
at all, because the blastomycete bodies are typical under the microscope. 

Another interesting feature is the systemic involvement of the patient’s lungs, a symptom 
which obscures the prognosis. : 

Dr. Cartyn Hatpe (by invitation): The isolation of Blastomyces brasiliensis is not always 
easy. Nevertheless, in this case we found that the organism grew quite readily. This species is 
one of the fungi which grow slowly on Sabouraud’s agar at room temperature. However, at 
37 C it grows more rapidly and in a yeast-like form with multiple buds. This is, of course, the 
diagnostic criterion for identifying this organism. 

With all the traveling that is carried on in the wurld today, it is possible for cases of South 
American blastomycosis to turn up almost anywhere. Since there are a variety of clinical lesions, 
a history of travel in South or Central America may be of help to the dermatologist in establish- 
ing a diagnosis. If it is suspected, make multiple cultures and incubate some of these at 37 C. 
We have found that primary isolation was much more rapid at this temperature. 


Case for Diagnosis (Generalized Erythroderma, Cause Undertermined, Possible Lymphoma). Presented by 
Dr. WALLACE Proctor, Richmond. 
Case for Diagnosis (Periarteritis Nodosa). Presented by Dr. WILLARD MEININGER, Sacramento. 





| Al Dermatological P, oint of View 


JULIUS E. GINSBERG, M.D., Chicago 


RL 


According to best anthropologic informa- 
tion, human beings have been equipped with 
skin since their first appearance on this 
earth. Whatever predictable or unpredictable 
changes may have occurred in the physical 
attributes of man many thousand millennia 
from now, human beings in all probability 
will still be encased in some form of skin. 
It is also probable that the outer organ of 
the human body will continue to be sub- 
ject to morbid changes due to both internal 
and external causation..In spite of the fact 
that it has always been the purpose of phy- 
sicians to practice their art so well that they 
will wipe out the reasons for their own 
existence, we feel that the art and science 
of the dermatologist is here to stay. 

We know that the Cro-Magnon medicine 
man and his fellow practitioners in the 
primitive cultures of the world held the 
theory that disease was caused by inimical 
supernatural influences. Perhaps these men, 
our ancient predecessors, taught their stu- 
dents and disciples that of all the evil spirits 
which inflicted ills on their patients, the evil 
spirits that caused skin diseases were the 
most irritating, the most obscure, and the 
most stubborn. 

Certainly we know from the earliest med- 
ical writings in existence that cutaneous dis- 
orders always posed a high percentage of 
the problems that physicians had to deal 
with. For instance, in the Ebers Papyrus, 
which was written 3500 years ago and was 
a compendium of medical lore from many 
centuries preceding its appearance, much 
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attention is devoted to skin diseases.* And 
in all subsequent monographs and _ books 
dealing with the medical arts as they ap- 
peared through the centuries, first in a 
trickle, then in a stream, and now in an 
almost overwhelming ‘flood, dermatological 
problems have always received copious at- 
tention. The very high percentage of space 
devoted to skin diseases in the earliest writ- 
ings not only reflects the fact that the 
skin was more available for study than were 
other parts of the body but also shows a 
definitely high percentage in actual incidence. 
Although we have observed in our own life- 
time that the application of modern hygiene 
and therapy can practically wipe out some 
types of skin diseases, we do know that 
dermatological disease accounted for about 
20% of all medical cases in World War II 
and that 10% to 20% of all patients the 
general practitioner sees in his office are 
dermatological patients.? The total number 
of skin cases, however,'may not always be 
an accurate index to the amount of attention 
they deserve, for we realize that many derma- 
tological conditions are not physically dis- 
abling. The report in 1947 from the Derma- 
tology Committee of the Royal College of 
Physicians, in England, that in industry the 
loss of man-hours due to occupational derma- 
titis exceeds that in every other form of 
industrial disease ¢ is a significant statistic. 
The increasing incidence of disabling derma- 
toses such as occupational deriaatitis indi- 
cates the great demand for continued research 
and clinical observation in this field. Even 
though many diseases have been sharply con- 
trolled, we have noticed that the new drugs 
and medications which control them often 
produce new problems for us to solve. 


* Pusey,? p. 11. 
+ MacKenna,® p. 14. 
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From otr 20th century vantage point we 
can see that medicine has always been an 
integral part of our changing civilization, 
influencing and influenced by the develop- 
ment of philosophical theories, religious atti- 
tudes, advances in natural science, changing 
political and economic patterns, the increasing 
tempo of transportation and communication, 
and all the factors that affect human ecology. 
It has been said that modern medicine began 
when the physician accepted the theory that 
diseases were the result of natural rather than 
supernatural forces. But it is difficult to tell 
just when this came about, impossible to 
draw a clear line of demarcation, for the 
primitive practitioner developed many of his 
remedies as a result of acute clinical observa- 
tion, and we today have not explicitly ex- 
plored, exposed, and defined the therapeutic 
assets of the human spirit. 

Throughout the exciting story of the de- 
velopment of medicine in the last few cen- 
turies we have many records of new contri- 
butions from the field of dermatology to the 
general medical advancement, as well as 
many new methods from other fields which 
we have adapted for our own use. Before 
the Middle Ages it was quite possible for 
one man to be thoroughly familiar with all 
fields of art and science; the few existing 
books on medicine were to be found in the 
library of all scholars. But the rapid revival 
and new impetus to learning and investiga- 
tion which began at the close of the Middle 
Ages soon forced men to confine their learn- 
ing and investigation more and more to 
limited areas. In the 16th century anatomy, 
physiology, and pathology began to assume 
identity as special fields. In the 17th century 
appeared the first reports on occupational 
aspects of skin disease, demonstrations of the 
contagious nature of some dermatoses, and, 
closely following the introduction of the use 
of the microscope, the earliest investigations 
in histopathology of the skin were reported.t 

The great number and variety of derma- 
toses led to many attempts to classify skin 
diseases. It is significant that men who are 





t Pusey,} p. 45. 
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considered the founders of modern derma- 
tology were all deeply concerned with out- 
lining a satisfactory classification of skin 
diseases. In 1777 Antoine Charles Lorry, 
in France published a treatise which dealt 
in large part with this problem of classifica- 
tion. Robert Willan, of England, who was 
born not quite 200 years ago, in 1757, de- 
voted most of his attention throughout his 
short lifetime to classifying, defining, and 
naming diseases affecting the skin. Certainly 
the understanding and study of any field 
should be based on definition of its prob- 
lems, and so Willan’s “On Cutaneous Dis- 
eases,” published in 1808,§ may well be 
considered a keystone in the establishment 
of dermatology as a special field of medicine. 
During this same period men in other coun- 
tries were also concerned with the problem, 
and in 1845 Ferdinand Hebra, of Vienna, 
one of the greatest pioneers in our field, pub- 
lished his classification of skin diseases, which 
was based on anatomical and pathological 
attributes of dermatoses. This was generally 
accepted as the logical and satisfactory 
method for such classification. Hebra’s con- 
tribution was much more than this, however, 
for he was a great clinician, a compelling 
teacher, and the students who sought training 
under his guidance carried back to their own 
countries an enthusiasm which quickly spread 
great interest and respect for the new spe- 
cialty. There are, of course, a great many 
other men who contributed to the scope and 
stature of our field in its early days. The 
Scandinavian, Hansen, who discovered the 
bacillus of leprosy in 1871, 11 years before 
the discovery of the tubercle bacillus by 
Koch in 1882; Tilbury Fox, of England, 
whose work included important evaluations of 
dyshidrosis. and impetigo contagiosa; Paul 
Gerson Unna, whose immense contributions 
in the fields of histopathology and _bacteri- 
ology were but two facets of a remarkable 
career, are only three of scores of men whose 
profound knowledge, original thinking and 
writing, and, above all, whose remarkable 


a 


§ Pusey, p. 63. 
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personalities lent great vitality to the spe- 
cialty. 

We are aware that there is no general or 
special field of medicine which does not 
have problems that impinge upon or over- 
lap our own dermatological field. That the 
advances brought about by students in every 
field of medicine are freely offered and 
eagerly accepted by all physicians who can 
adopt or adapt them for use in their own 
specialties is an ethical principle, a graphic 
demonstration of democratic ideology that 
medicine has given to the philosophy of our 
civilization. One ‘of the great examples of 
the practical application of this philosophy is 
found in x-ray therapy. Roentgen, a physi- 
cist, discovered x-rays in 1895. In 1896 
and 1897 Freund and Schiff, dermatologists, 
designed proper apparatus and outlined care- 
ful techniques for its employment in the 
treatment of certain skin diseases, gave it 
therapeutic trial, and then went on to lay the 
foundations for its therapeutic use in deep- 
seated tissues.|| Thus it was that dermatol- 
ogists, quickly grasping the possibilities of 
the discovery of a physicist, made a contri- 
bution to medical therapy so important that 
it became the basis for another specialty. 

We have all taken part in the recent revolu- 
tion in the treatment of syphilis. The history 
of the efforts made by dermatologists and 
their allies in the past to control this scourge 
is a dramatic one. When syphilis appeared in 
Europe, in 1493, it seemed that it was trans- 
mitted from person to person, and mercury, 
which had long been used by Arabian phy- 
sicians in the therapy of cutaneous affections, 
was soon adopted for the treatment of this 
newly imported and serious affliction. Jean 
Astruc masterfully summarized the available 
knowledge of syphilis in the first part of the 
18th century, and brilliant achievements were 
made by men of the French school of derma- 
tology who followed him. The value of iodides 
in the therapy of syphilis was popularized by 
William Wallace, of Dublin, when he advo- 
cated its use in 1834. The demonstration of 
the Spirochaeta pallida by Schaudin and 
Hoffman in 1905; the application of the 





|| Pusey, pp. 171-172. 


complement-fixation reaction of Bordet and 
Gengou to syphilis in 1906-1907 by Neisser 
and Bruch { ; the announcement of the “magic 
bullet,” 606, in 1910 by Paul Ehrlich, and 
the distribution that same year of 60,000 
doses of this new drug to various clinical 
centers throughout the world #; the pop- 
ularization of bismuth therapy in 1922 by 
Sazerac, Levaditi, and Isaicu, and, finally, 
the recent and current application of peni- 
cillin, the discovery of the bacteriologist 
Fleming, form absorbing and spectacular 
recent parts in this vast drama. 


In our own time there has been an in- 
creasingly impressive list of contributions 
which dermatologists have appropriated and 
rapidly adapted to their own field. In 1911 
vitamin B was discovered by Funk, and in 
following years vitamin after vitamin was 
discovered and synthesized. In 1922 Banting 
and Best discovered insulin, and in 1926 
Minot and Murphy introduced liver therapy 
in the treatment of pernicious anemia. The 
clinical use of sulfonamides for the treat- 
ment of infectious diseases was introduced 
in 1935 by Domagh.* In the early part of 
World War II penicillin, which Fleming 
had discovered in 1928, was introduced and 
rapidly applied to infectious diseases. About 
this time the use of D. D. T. was being 
rapidly applied in the prevention of spread 
of disease by insects, and quinacrine (Ata- 
brine) came into extensive use as an anti- 
malarial drug. All these agents quickly 
found their place in the dermatotherapeutic 
armamentarium. The psychosomatic aspects 
of cutaneous disease became a more serious 
study, and with it came a greater respect 
for treatment of the patient as an individual, 
regardless of the etiology of his cutaneous 
illness. Since the close of World War II 
numerous important antibiotics for both 
internal and external use have been put on 
the market, and the antihistamines and 
powerful insecticides and scabicides have 
come into general use, as has corticotropin 





| Cited by Becker and Obermayer.* 
# Oliver,5 p. 4. 
* Oliver,5 pp. 5-7. 
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(ACTH), cortisone,’ hydrocortisone, and 
related compounds. 

There are many diseases which exist 
today that should not exist and would not 
exist if mankind would only make proper 
and rational use of the therapeutic tools 
which medicine offers. Human nature and 
public apathy to diseases which are almost, 
but not completely, conquered make it im- 
perative that the dermatologist today con- 
tinue to teach the techniques of our ther- 
apies to students who may, because of 
major catastrophes such as total war, find 
that they must once again take up arms in 
battle against diseases which had been all 
but eliminated. 

In view of the importance of ‘contribu- 
tions made by dermatology to the general 
field of medical knowledge and therapy, 
considering the stature of the great leaders 
and teachers in our field, and keeping in 
mind statistics demonstrating that diseases 
affecting the skin constitute an important 
share of all medical problems, it is a source 
of considerable irritation that dermatology 
is not always regarded as a profound and 
demanding specialty. We quote with sincere 
appreciation, therefore, from two learned 
and understanding colleagues. Arthur C. 
Allen, a pathologist, says in his recently 
published textbook on “The Skin,”* 


Almost from the time the study of diseases of the 
skin was first recognized as a medical specialty, its 
practitioners have been mildly bantered, not only 
because of the complex, often unwieldy, nomen- 
clature that was not easily transmissible to col- 
leagues in other fields of medicine, but also because 
of the commonly held impression that it made little 
difference what a given eruption was called, since 
rashes were generally of little constitutional sig- 
nificance and ran their independent course regard- 
less of the efforts of dermatologists. These points 
of view on the part of onlookers of dermatology 
have been somewhat modified in recent years, but 
not nearly to the extent that they need to be. 


Allen offers the suggestion which derma- 
tologists already support heartily that it 
would “seem that the capacity to study 
disease as a whole, rather than in artificially 
broken segments, should continue to com- 
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prise one of the great pedagogic aims in 
medicine.” ; 

Dr. Ida Macalpine, an English psychia- 

trist, says in an essay in MacKenna’s re- 
cently published “Modern Trends in Derma- 
tology” j: 
The emotional strain to which the dermatologist 
is continually exposed appears greater than that in 
many other branches of medicine; greater perhaps 
even than in psychiatry because in that field patients 
usually do not clamour so persistently for help. 
This therapeutic frustration is driven home with 
each patient who produces a visible lesion or per- 
sisting symptom which cannot be ignored or mini- 
mized, 


It is tremendously encouraging to have 
someone intimately acquainted with the 
problems of the dermatologist state so ex- 
plicity that our specialty is not an “easy” 
one. 

The fact that many of our patients now 
need not die, and many more get well, 
makes it all the more frustrating to both 
dermatologist and patient when we are called 
on to tréat dermatoses for which we have 
no specific remedy. We can now cast out 
syphilis, control leprosy, speedily cure pyo- 
dermas and parasitic infestations, eradicate 
neoplasms of the skin, but we cannot as yet 
effect a speedy and sure recovery from many 
of our common skin eruptions even though 
we have made great advances in controlling 
them. Here we are faced with the illnesses 
that call for our greatest skill, for the appli- 
cation of all our experience and wisdom, for 
all the art of healing. Herein lie the prob- 
lems that most urgently challenge us today ; 
they are our most valid reasons for pursuing 
our special calling. 


How can we fulfill our responsibilities as 
dermatologists to our patients, to our col- 
leagues, and to our students? We do not 
forget what one of the founders of. this 
Society, Dr. William Allen Pusey,’ stated 
nearly 20 years ago in his presidential ad- 
dress to such a gathering as this: “As long 
as dermatologists justify their possession of 
their field by superior usefulness and scien- 
tific achievement, they can hold it!” Let 





+ MacKenna,? p. 20. 
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us encourage more experimentation and 
writing in collaboration with members of 
other special fields in order that we make 
it abundantly clear that we have contribu- 
tions to give to them all and in order to 
determine in what areas they most desire 
our support. We need, as Dr. Oliver has 
told us in his essay on “Dermatology at the 
Crossroads,” to concentrate on our teaching 
of dermatology to undergraduate as well 
as graduate students, emphasizing that 
dermatology represents a skilled and ex- 
perienced approach to many diseases which 
may or may not be confined to the skin itself. 
In maintaining our own never-ending educa- 
tion, we must use to the utmost the ad- 
vantages offered by our fine specialty organi- 
zations. We of the Chicago Dermatological 
Society should keep in mind the purpose 
of those men who founded it in 1901: “The 
study of dermatology in all its branches, the 
edification of its individual members in their 


chosen specialty, and the cultivation of a 
fraternal spirit among its members.” 


8501 Cottage Grove Ave. (19). 
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Isolation of most of the etiologic agents 
of ‘systemic mycosis from the environment 
has been accomplished by several workers. 

Coccidioides immitis has been isolated by 
Stewart and Meyer,’ Davis and associates,’ 
and Emmons *; Histoplasma capsulatum by 
Emmons,‘ Ajello and Zeidberg,® and Gray- 
ston and associates °; Cryptococcus neofor- 
mans by San Felice,’ Emmons,’ and Ajello,* 
and Allescheria boydii by “Emmons® and 
Ajello.}. ~ ; 

The first dermatophyte isolated from a 
nonliving source. was Trichophyton menta- 
grophytes, which was found by Muende *° 
growing on dry horse dung in a shed where 
infected calves were lodged. The only other 
dermatophyte isolated from soil has been 
Microsporum gypseum, which was recovered 
by Downing* from a strip of olive drab 
woolen cloth after a week’s burial in a pot 
of soil, Although the soil had not been steril- 
ized, this finding was indicative of the prob- 
able existence of M. gypseum in soil. 

Cooke”? also buried wool strips in soil 
and thus, too, isolated M. gypseum. He 
stated that “no precaution was taken against 
infecting the strips with organism which 
could cause dermatophytosis prior to burial, 
and no attempts were made to isolate Micro- 
sporum from the cloth before burial.” 

A culture of this isolate was tested by 
C. W. Emmons and proved to be nonpatho- 
genic. 

Gordon and associates,’* applying the 
membrane filter technique ** developed for 





* Personal communication to the authors. 
+ References 5 and 9. 
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the recovery of bacteria from water, were 
able to detect upon the membrane filter mac- 
roconidia typical in all respects of M. gyp- 
seum from a soil suspension. M. gypseum 
was cultured direct from this soil sample. 

In a later paper Gordon*® reported the 
pathogenicity of one of his isolates in a human 
volunteer after unsuccessful attempts to in- 
fect young mice and guinea pigs. 

Using hair as bait, Ajello,’* following 
Vanbreuseghem’s experimental procedure for 
the isolation of fungi from soil,’ isolated 
37. strains of M. gypseum from 116 samples 
of soil collected in the states of Tennessee 
and Georgia. More recently, he has isolated 
this same fungus from samples of soil gath- 
ered in Canada, Panama, West Virginia, 
and Alabama.t 

As a consequence of our finding of 
T. mentagrophytes on hairs of apparently 
healthy guinea pigs § fed on grasses grown 
in sandlots, we began a search for this fungus 
in the soil where the grass had grown. This 
search for T. mentagrophytes was unsuc- 
cessful but yielded M. gypseum. The present 
paper deals with this finding. 


MATERIALS AND METHODS 


Thirteen different samples of soil were poured 
into sterile Petri dishes up to half of their capacity. 
Two of them were soils from the back yards of two 
ringworm patients from whom M. canis and T. 
mentagrophytes had been isolated. Short strands of 
sterilized white human hair were spread over the 
surface of the samples and enough Sabouraud broth 
containing 0.5 mg. per ml. of cycloheximide 18 was 
poured over the soil in an attempt to restrain sapro- 
phytic fungi and to provide humidity and nutrients 
for the growth of any dermatophytes that may have 
been present. Incubation was carried out at room 
temperature. 

About the sixth day all plates showed many hairs 
covered with a grayish wooly mycelium and/or 
granular growth (Fig. 1). 





} Personal communication to the authors. 
§ Data to be published. 
























MICROSPORUM GYPSEUM ISOLATED FROM SOIL 


hairs showed the so-called “perforating organs” 19 
(Fig. 3). A similar type of growth on other hairs 
was produced by Sepedonium-like fungi and by other 
fungi not yet identified. Some of these unidentified 
fungi also produced perforating organs. 

Hairs showing the M. gypseum type macro- 
conidia when planted on Sabouraud-cycloheximide 
agar gave rise to colonies with a granular buff sur- 
face and different shades of light brown to reddish 
brown on the reverse. 

Microscopically multiseptate, warty elliptical mac- 
roconidia indistinguishable from those of M. gyp- 
seum were found. 
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Fig. 1—Soil plates showing growth of M. gyp- 
seum on hairs (soil sample No. 1). 


Microscopic examination of these hairs in seven 
soil samples disclosed a mycelium bearing numerous 
multiseptate rather thin-walled, more or less ellip- 
tical macroconidia with a warty surface identical to 
the macroconidia of M. gypseum (Fig. 2). There 
also were some small elliptical microconidia. Some 





Fig. 2.—Microscopical appearance of hairs de- 
picted in Figure 1, showing abundant macroconidia 
typical of M. gypseum; reduced 1/5 from original 
magnification x 60 (soil isolate No. 1). 
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Fig. 3.—Mycelium of M. gypseum perforating the 
hair; reduced 1/5 from magnification x 40 (soil 
isolate No. 6). 







M. gypseum was repeatedly isolated in all of these 
seven soil samples. 










PATHOGENICITY 





Vigorously growing cultures were rubbed 
onto the shaved and scarified skin of the 
forearm of human volunteers,|| and on the i 
shaved, scarified skin of the back of adult 
mice, kittens, and young guinea pigs. 

















|| Pedro Lépez Sanchez, Felipe Socorro, Fran- 
cisco Silva Clarens, Segundo E. Martin, Emilio 
Aldereguia, and Antolin Villamando, students in 
the School of Medicine, voluntarily cooperated in 
the pathogenicity test. 
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Fig. 4.—Numerous vesicles on the skin of a human 
volunteer after five days (soil isolate No. 10). 

The human inoculations were made be- 
cause of the failure to obtain infections regu- 
larly in the laboratory animals. 

As a rule, lesions appeared about the fifth 
day following inoculation, the first sign being 
the development of numerous vesicles over 
an erythematous surface which ruptured after 
two or three days (Fig. 4). From then on, 
the lesions became crusty, remaining so for 
about four weeks, when the crusts dropped 
off, leaving a clean scar. 

Strain No. 10 proved to be most patho- 
genic. Three weeks after the onset of infec- 
tion, it gave rise again to many minute 
vesicles which appeared at the periphery of 
the lesion. No treatment was necessary, how- 
ever, and two weeks later the skin was com- 
pletely healed. 

Strains No. 1, 6, 10, 11, and 13 produced 
lesions on the skin of the humans, but in- 
vasion of the hairs was observed only with 
Strains 6 and 10. The spores were distributed 
in an irregular fashion as well as in chains, 
as can be seen in Figure 5. Spore sizes ranged 
form 3 to 6u. Strain No. 1 showed inter- 
twined hyphae around the hairs and some 
chains of round large spores in the crusts. 
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Only strain No. 11 proved to be a poor 
pathogen. The lesion was of a mild intensity 
and no hairs were invaded despite repeated 
examination at different stages of the in- 
fection. Planting of hairs after the fourth 
week on Sabouraud medium was negative. 

Strain No. 5 was inoculated only on kit- 
tens, and a crusty lesion appeared about the 
fifth day, which lasted five weeks (Fig. 6). 
Hairs were invaded in the same fashion as 
in humans. 


Only one mouse developed an alopecic 
lesion. It was inoculated with strain No. 1. 
Hairs from the borders and center of the 
lesion showed no invasion. The area of alo- 
pecia remained unchanged after eight weeks. 
Hairs were negative by culture. 

Strain No. 6 failed to infect guinea pigs 
weighing 300 gm. Strain No. 12 was not 
tested for pathogenicity. 

All inoculated strains were recovered from 
the lesions that developed on the humans and 
cats, but not from those on the mice. 


We wére unable to find any hair invasion 
by strains No. 1, 11, and 13. 


Fig. 5.—Hair of a human volunteer showing 
mainly large spores of M. gypseum in chains; re- 
rome: Hl from magnification x 430 (soil isolate 
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MICROSPORUM GYPSEUM ISOLATED FROM SOIL 


All lesions artificially produced in the vol- 
unteers healed without treatment. 

The high yield of M. gypseum for 13 soil 
samples (7 positive) is in accordance with 
the findings of Ajello.*® 

It is interesting to note that soil from the 
back yards of houses of two children who had 
ringworm caused by T. mentagrophytes and 
M. canis did not yield these two fungi but 
instead M. gypseum. 





Fig. 6.—Circular lesion at the nape of the neck 
of a kitten, showing heavy crusts (M. gypseum 
isolate No. 5). 


SUMMARY 

Microsporum gypseum was isolated from 
7 of 13 Cuban soil samples. 

Five of these isolates were inoculated into 
men and proved to be pathogenic. 

One strain not tested on humans produced 
lesions on a cat. 

Mice and guinea pigs proved to be mark- 
edly resistant to the inoculated strains. 

This finding of M. gypseum in soil sup- 
ports the findings of other investigators. 

Universidad de la Habana. 
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A Cfiical Application of a Hydrophilic 


CJniment Base 


A Balanced Emulsion System 
JAMES Q. GANT Jr., M.D., Washington, D. C. 


AUTUMN 


The increasing incidence of dermatitis of 
the hands has been a matter of concern to 
the dermatologist for some time. The litera- 
ture * indicates that the so-called “house- 
wives’ eczema”’ is basically an external irri- 
tant dermatitis resulting from the contact 
with the agents used in the course of house- 
work. Some have suggested that the syn- 
thetic detergents may be the etiologic factor.+ 
However, many other known irritants may 
also be of contributory importance, and these 
are ammonia water, bleaches, phosphates, 
abrasive powders, organic solvent of waxes, 
and polishes, as well as the thermal changes 
encountered during normal activity. 

All of these agents contribute to the pro- 
duction of dermatitis in varying degrees in 
different patients. Similar eruptions may 
also be seen in persons engaged in occupa- 
tions involving “wet work,” and the prob- 
lems encountered in the management of this 
type of eczematoid reaction are extremely 
complex. In view of the frequency and rela- 
tive chronicity of this type of dermatitis 
special considerations should be given to its 
management. 


CLINICAL SYMPTOMS 


Sulzberger ° presented the clinical features 
of this form of eczematoid dermatitis as 
beginning with “mild dryness, redness and 





Chief, Skin and Allergy Clinic, Washington 
Regional Office, Veterans Administration; Associ- 
ate in Dermatology & Syphilology, George Wash- 
ington University School of Medicine. 

* References 1 and 2. 

+ References 3 and 4. 
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scaling, which as the condition becomes more 
severe on the continued exposure to soap 
and water, leads to fissuring and crusting 
and eventually to vesiculation, and ultimately 
to thickening and lichenification.” The first 
reaction is usually observed on the side of 
the fingers and may occur most commonly 
under rings. In well-established cases, a 
combination of erythema, scaling, and fis- 
suring, acute vesiculation, and edema in dif- 
ferent areas on the dorsa and sides of the 
fingers, as well-as on the hands, occurs. 

Occasionally, a complicating moniiial in- 
fection is seen, but the usual pyogenic infec- 
tion is commoner and is associated with 
pustulation and cellulitis. During exacerba- 
tions of .the dermatitis of the hands, the 
eczematoid may appear as a diffuse papular 
or patchy eruption, usually on the forearms, 
arms, or face. Extreme pruritus, burning, and 
discomfort are common complaints in many 
of these cases. An earlier diagnosis of neuro- 
dermatitis or fungus infection may have been 
made; so a superimposed contact dermatitis 
due to overmedication may be present. Hy- 
perhidrosis of emotional origin is an impor- 
tant and aggravating factor in the cceasional 
instance.* 


THERAPY 
Treatment of housewives’ eczer: ist. 2.d 
on complete avoidance of couitact - ‘“e 


irritant during the acute phase of the aisease 
and restoration of physiologic balance of the 
skin. All irritants must be avoided if the 
dermatitis is to heal. For this reason many 
of the conventional therapeutic agents having 
keratolytic activity have been discarded. 
Little is known about the mechanism of 
skin irritation by wetting agents. The etio- 
logic significance attached to alterations of 
pH and the removal of the acid mantle of 
the skin cannot expiain all of the findings. 
Many of the most irritating combinations 





























































HYDROPHILIC OINTMENT BASE 


used on the skin have pH’s within the nor- 
mal range and in many cases the skin pH 
shows little change from previous levels 
after soaking in detergent solutions. 

The study of hydration of the stratum 
corneum by Brunner‘ indicates that both 
soaps and synthetic ionic detergents act by 
forming complexes with the keratin of the 
stratum corneum, thereby increasing its 
power of water imbibition, and resulting in 
considerable swelling. Subsequent to this 
marked swelling, there is a loss of coherence 
of the stratum corneum, causing scaling and 
fissuring. The wetting agents have a similar 
and even greater effect on the less closely 
cross linked, more soluble prekeratin of 
the cells of the lower portions of the epi- 
dermis than on the relatively inert, fully 
cross linked keratin of the stratum corneum. 
The action on the lower, living portion of 
the epidermis is more important since an in- 
flammatory reaction results only from dam- 
age to living cells. The power of a detergent 
to penetrate through the stratum corneum to 
the lower living levels of epidermis is a 
major factor in determining the degree of 
damage which might occur. This penetrating 
power of the detergents suggests the occur- 
rence of an alteration of the interfacial ten- 
sions between skin and water. This concept 
is supported by the increased entry of water 
into the stratum corneum in the presence 
of a detergent. Since an essential feature of 
the stratum corneum is its lipoid characteris- 
tic, alterations of the surface dynamics be- 
come more significant in the light of this 
well-known action of the detergents. 


NEW RATIONALE 


The skin has been compared to an emul- 
sion in that it is a balance of fat (and fat- 
like materials) and water. This concept 
points to a new rationale for therapy—that 
of establishing an optimal balance of the in- 
terfacial tension between the lipoid and 
aqueous phases of the skin surface. By in- 
creasing the lipophilic characteristics of the 
skin surface, a restoration of the normal 
barrier to the fluctuations of the surface 


dynamics would be achieved, thereby reduc- 
ing the insult of the wetting agent. 

The use of greases and oils is not desirable 
because these tend to seal the skin surface 
and do not permit the normal exchange of 
moisture. The trapped micro-organisms in- 
cubate beneath the fatty film and present the 
additional problem of possible infection. 
Moreover the aqueous exudate of the skin 
prevents the uniform coating, and the trapped 
moisture may macerate the skin. The use 
of an emulsion is therefore preferred because 
of its closer approximation to the characteris- 
tics of normal skin. The water content of the 
emulsion would serve to provide a continual 
exchange of the hydrophilic components of 
the skin and at the same time restrict the 
flow of the oil phase. This protective coating 
would provide a more natural imitation of 
pre-skin and thereby facilitate healing. The 
oil-in-water emulsion, however, is of little 
value in counteracting the effects of the sur- 
face-active (surfactant) compounds, because 
these are designed to disperse an oil in water, 
an effect which is opposed to the therapeutic 
intent in these instances. The lowered surface 
tension of the continuous aqueous phase acts 
to degrease the skin rather than to provide a 
lipoid barrier. 

The water-in-oil emulsion, on the other 
hand, presents an analogous system to that 
encountered physiologically. The dispersed 
aqueous phase is separated by a continuous 
semipermeable lipoid film. The oil phase pro- 
vides a physical protective barrier yet is 
capable of absorbing additional quantities of 
water. Polysorb * Hydrate (a hydrated oint- 
ment base consisting of sorbitan sesquio- 
late in a wax-petrolatum base) is a specially 
formulated water-in-oil emulsion system’ 
containing an optimal quantity of water to 
provide a uniform thickness of the oil phase, 
thereby facilitating the dynamic exchange of 
hydrophilic components and yet exerting the 
full therapeutic complement of the lipoid 
film barrier. Because of the balanced inter- 
facial tension (between the oil and the water ) 
of this special emulsion system, a buffer 





* Trade-mark of E. Fougera Co., New. York. 
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against the fluctuations caused by the action 
of the detergents is established. This iso- 
tensic system absorbs the brunt of the shock 
caused by the surface active agents without 
transmitting it to the irritated skin, thereby 
permitting normal healing. Polysorb Hydrate 
is chemically inert, nonirritating and non- 
sensitizing, and exerts a pronounced emolient 
action on the dried, scaly fissured skin.* Its 
optimal spreading action permits application 
to the weeping or oozing surface as well as 
to the unbroken skin.® 


RESULTS 


A series of 176 patients whose chief com- 
plaint was concerned with a dermatitis of the 
hands were treated with Polysorb Hydrate. 
No other medication was used, and no sup- 
plemental therapy was administered. The pa- 
tients were generally cautioned to avoid pro- 
longed contact with detergents, but it is 
recognized that these instructions are only 
of theoretical consideration. It is extremely 
difficult for a housewife to avoid contact with 
detergent solutions in the course of the daily 
activity. Similarly, detergents used in laun- 
dering frequently leave residues, and the 
skin is continually traumatized by these 
chemical irritants. While the use of gloves 
is suggestéd for the simpler household tasks, 
it should be recognized that the maceration, 
as a result of the accumulated moisture, may 
be more damaging than the detergent. 


The patients were instructed to apply the 
bland emulsion liberally to the affected areas, 
both before and after contact with water and 
a detergent solution. The Polysorb Hydrate 
was worked into the skin to assure complete 
coverage, particularly in the webs of the 
fingers and the folds of the tissue. The prepa- 
ration was also applied before retiring. 

The results of therapy were most gratify- 
ing, and in all cases marked symptomatic 
relief was observed within five days, and 
healing was noted in all cases. Moreover 
the use of this technique served to prevent 
a relapse and further exacerbation of this 
surface-tension-induced phenomenon. The 
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following cases served to illustrate some of 
the dramatic results achieved. 


Case 1.—C. M. T., a white housewife, aged 23, 
began using a new household detergent. Within 
three days her hands showed evidence of irritation, 
and she applied the conventional proprietary hand 
lotions in order to relieve the distress. After two 
days of self-treatment her hands were acutely 
inflamed and she sought professional advice. She 
presented the typical clinical features of an eczema 
contact dermatitis, with redness, dryness, and scal- 
ing of the skin. The reactions were most acute along 
the dorsa of the hand. ; 

Polysorb Hydrate was prescribed, and she was 
advised to use it liberally every two hours during 
the day and to limit contact with detergents as 
much as possible. Relief from the itching and burn- 
ing was obtained within a few hours. The local 
inflammation began to subside within 48 hours, and 
after five days she was able to carry on the ordinary 
household duties which included the use of the 
same detergent. Polysorb Hydrate was prescribed 
as a protective barrier and was applied before each 
exposure to the detergent solution. 

Case 2.—E. G. F., a white housewife, aged 26, 
decided to clean the woodwork and chinaware, 
preparatory to the Christmas holidays. A special 
detergent Composition cleansing compound was used, 
and the hands were immersed in this solution for 
considerable periods of time, during a four-day 
interval. Her hands developed fine vesicles along 
the sides of the fingers and erythema of the dorsa 
of the hands. She resorted to the use of rubber 
gloves and finished the Christmas preparation in 
two more days. When the patient was first seen 
she had acutely inflamed hands and wrists. Polysorb 
Hydrate was prescribed to be. liberally used every 
two hours. Symptomatic relief was obtained within 
six hours. The erythema began to subside after 
three days, and within a week healing was proceed- 
ing satisfactorily. The patient was advised to con- 
tinue the use of Polysorb Hydrate both before and 
after exposure of the hands to detergents and 
cleansing compounds and cautioned to limit the use 
of the strong detergents to a minimum. 

Case 3:—T. A. N., a white bachelor, aged 46, 
decided to clean his apartment and used a deter- 
gent solution. Within three days of using the 
cleansing compound his hands and arms became 
inflamed and evidenced vesicular eruption. Various 
proprietary remedies were used to no avail, and after 
five days he sought dermatologic advice. The pa- 
tient was instructed to apply Polysorb Hydrate and 
boric acid wet dressing, every 2 to 3 hours for the 
first 24 hours. Polysorb Hydrate was then used 
for the next 48-hour period, and within a week 
healing was well under way. 
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COMMENT 


The rapid reversal of the symptoms sug- 
gests that this disease is primarily mechanical 
in nature. Once the insult is neutralized, the 
healing process is rapidly instituted. The 
ability of a w/o system to provide a protec- 
tive barrier would be expected from a con- 
sideration of the surface activity of the deter- 
gents. These agents are all of the type which 
causes an o/w emulsion or the antagonist 
system to that of the protective emulsion. 
Thus a neutralization of the emulsifying 
power of the detergent occurs. The nonionic 
emulsifier which is the protective in this 
system is orientated between the external 
oil phase and the internal water phase. The 
contact with the detergent thus presents the 
lipophylic property of neutralizing the hydro- 
philic action of the surface-active agent, 
thereby preventing further damage to the 
skin. It is for this reason that the particular 
choice of emulsion system is important. It 
is of interest to note that the broad principles 
of the demulsification are utilized in many 
of the chemical process industries. The use of 
contra-acting emulsifying agents to break an 
emulsion through the neutralization of their 
surface activity is well known to the cosmetic 
industry, the food industry, and the petroleum 
industry, where emulsification and demulsi- 
fication play important roles. 

The further advantage of the Polysorb 
Hydrate emulsion is that the system is bal- 


anced to provide optimal limits of water to 
prevent drying of the abraded skin at the 
same time that the integrity of the lipoid 
phase exerts its protective action. The use 
of this preparation is recommended as a 
means of combating the mechanically irritant 
effects of the detergents on the skin. 


1726 M St., N. W. (6). 


REFERENCES 


1. Hodgsen, G.: Use of Household Detergents 
and Their Dangers, Practitioner, 170:166, 1953. 


2. Gaul, L. E.: Dermatitis Venenata, Current 
Therapy (1954), Philadelphia, W. B. Saunders 
Company, 1954, p. 597. 


3. Emery, B. E., and Edward, L. D.: The 
Pharmacology of Soap; Irritant Action of Soaps 
on the Human Skin, J. Am. Pharm. A. 29:254, 
1940. 


4. Brunner, M. J.: Dermatitis of the Hands Due 
to Household Cleaners, J. A. M. A. 154:894, 1954. 


5. Sulzberger, M. B., and Baer, R. L.: Unusual 
or Abnormal Effect of Soap on the “Normal” Skin, 
in Medical Uses of Soap, Philadelphia, J. B. 
Lippincott Company, 1946, p. 51. 


6. Goodman, H.: The Skin Considered as an 
Emulsion, Am. Prof. Pharm. 20:956, 1954. 


7. Halpern, A.: An Evaluation of Polysorb, Am. 
Prof. Pharm. 16:340, 1950. 


8. Perrin, S. R.: Clinical Saftey of Polysorb, 
Postgraduate Med. 8:485, 1950. 


9. Perrin, S. R., and Halpern, A.: A Compara- 
tive Study of the Use of Hydrophilic Absorption 
Ointment Bases, J. Invest. Dermat. 16:7, 1951. 


691 


os tenia be Lana 


Sf NRE RASROESE I SDN CEE TRAIAN DNS RIE I NAR OO Ct 


( 
‘ 
4 
P| 
A 
H 
4 
| 
i 
i 
i 








Hexachlorophene ( G- 11 ) in the sg ae of 


(eon ee PN he 
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Infection or bacterial invasion plays a 
great role in eczematous dermatoses, contact 
dermatitis, as well as atopic and seborrheic 
dermatitis, and especially in bacterial ec- 
zemas. The importance of this infectious 
factor has been reemphasized in recent years, 
partially through experimental studies,’ and 
largely through the beneficial effect of anti- 
biotics used in these conditions. 

Dermatologists have been aware of this 
state of affairs, and have added antiseptics 
or antibiotics to ointments and lotions more 
or less routinely. Some of these antiseptics, 
such as ammoniated mercury, sulfonamides, 
and penicillin, are rather sensitizing ; others, 
such as Rivanol (2-ethoxy-6, 9-diaminoacri- 
dinium) and methylrosaniline chloride (gen- 
tian violet), are staining; still others, like 
most broad-spectrum antibiotics, are quite 
expensive. 

Searching for a nonstaining, inexpensive 
antiseptic with a low sensitizing index,* I 
found hexachlorophene a very satisfactory 





From the Department of Dermatology, Marsh- 
field Clinic. 


* Benzalkonium (Zephiran) chloride in 0.5% 
concentration, in my experience,? appeared clinically 
satisfactory, but, according to the manufacturer, 
the antibacterial action of benzalkonium is greatly 
reduced when it is mixed with larger amounts of 
zinc oxide. Dr. Paul Ketron, in a personal com- 
munication, was kind enough to draw my attention 
to this observation. However, benzalkonium, in- 
corporated in a “zinc oil” which contains 40% zinc 
oxide, still showed a definite bacteriostatic action in 
laboratory tests carried out both at the Marshfield 
Clinic and at the laboratories of the manufacturers. 
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antiseptic in dermatological practice. The 
following is a report on hexachlorophene in 
the treatment of eczematous dermatoses; to 
my knowledge this drug has not been used 
for this purpose.f 


CLINICAL EXPERIENCE 


For over two years I have used prepara- 
tions with hexacholorophene on several hun- 
dred patients, in many of them over large 
areas. The formulas of the preparations used 
are as follows: 


1. 1% or 2% hexachlorophene zinc oil 


hexachlorophene corn oil 
(10%) ¢ 6.0 or 12.0 cc. 
a sulfonated bitumen prepa- 


ration (Ichthyol) 1.2 gm. 
zinc oxide 24.0 gm. 
corn oil qs. 60.0 cc. 


2. 1% or 2% hexachlorophene sulfonated 
bitumen paste 


hexachlorophene corn oil 
(10%) £ 3.0 or 6.0 cc. 
a sulfonated bitumen’ prepa- 


ration (Ichthyol) 0.6 gm. 
zinc oxide (Lassar’s) 

paste (without salicylic 

acid) q.s. 30.0 gm. 


3. 1% hexachlorophene in ointment base 
hexachlorophene corn oil 


(10%) ¢ 3.0 cc. 
ointment base 
(Multibase) q.s. 


30.0 gm. 





+ Hexachlorophene is incorporated in Acnomel, 
a preparation of resorcinol and sulfur in a vehicle 
containing bentonite, propylene glycol, alcohol, and 
titanium oxide. Lubowe and Perlman ? have recom- 
mended a 0.5% hexachlorophene alcohol for the 
treatment of miliaria and its complications. 


} Available from Ar-Ex Cosmetics, Chicago. 
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4. 1% hexachlorophene in oil-in-water emul- 
sion base (Neobase) 
5. 1% hexachlorophene in buffered solution 
of aluminum acetate in a hydrophilic base 
(Acid Mantle Creme) 
6. 1% hexachlorophene sulfonated bitumen 
lotion (shake lotion) 
hexachlorophene corn oil 
(10%) ¢ 12.0 ce. 
aqueous glycerin solution 
containing triethanolamine 
and sodium citrate 
(Topisol ) 12.0 cc. 
Mix well, then add to 
sulfonated bitumen 


(Ichthyol) lotion q.s. 120.0 cc. 


The following is our formula for sulfonated 
bitumen lotion: 


Sulfonated bitumen 


(Ichthyol, Schering) 1.2 gm. 
calamine 4.0 gm. 
zinc oxide 30.0 gm. 
bentonite 6.0 gm. 
glycerin 30.0 ce. 
calcium hydroxide 

solution q.s. 120.0 cc. 


The most frequently used preparation was 
the hexachlorophene zinc oil, which was 
applied in cases of acute and subacute derma- 
titis, to substitute for, or alternate with, wet 
applications. Cases of acute dermatitis of 
all kinds were treated, such as contact derma- 
titis, acute flare-ups of atopic dermatitis, 
microbic eczemas, including acute and sub- 
acute dermatophytosis of feet and groins, 
bacterial as well as monilial intertrigo, diaper 
rashes, etc. Originally a 3% hexachlorophene 
zinc oil was used, but the 2% and 1% prepa- 
rations seemed to be equally effective in com- 
bating and preventing secondary infection. 
Where the hexachlorophene zinc oil was too 
drying, the application was alternated with 
boric acid ointment, a mixture of boric acid 
ointment with cold cream, petrolatum, or 
mineral oil. 


The 1% or 2% hexachlorophene sulfo- 
nated bitumen paste proved especially useful 
in eczemas of the hands and stasis dermatitis. 





¢ Available from Ar-Ex-Cosmetics, Chicago. 


ECZEMATOUS DERMATOSES 


Hexachlorophene sulfonated bitumen lo- 
tion was used in cases of subacute and sub- 
siding dermatitis where shake lotions are 
indicated. Hexachlorophene in an ointment 
base (Acid Mantle Creme, Neobase, or Mul- 
tibase), has been effective in the after-treat- 
ment of contact dermatitis, eczemas of the 
hands, and nummular eczemas. 

Furthermore, hexachlorophene was often 
incorporated in 1% strength in lotions and 
ointments containing crude coal tar or coal 
tar solution (liquor carbonis detergens) to 
prevent folliculitis or secondary infection. 

In most instances hexachlorophene ful- 
filled its purpose of keeping down or pre- 
venting secondary infection. Failures were 
noted in only a few cases. In three of these 
instances, one of leg ulcer and two of eczema 
of the ears, Pseudomonas aeruginosa seemed 
the most important invader, although staphy- 
lococci were also cultured; these eczemas 
were brought under control only after an 
ointment containing polymyxin was added to 
the treatment. 

SIDE-EFFECTS 


The hexachlorophene preparations de- 
scribed above were tolerated exceedingly 
well. In relatively few instances the patients 
complained that these preparations did not 
agree with them; but in these cases the con- 
trol preparations without hexachlorophene 
were not tolerated either. Patch tests demon- 
strated that these patients were not hyper- 
sensitive to either hexachlorophene or the 
base of the lotion or ointment. Quite a few of 
these patients tolerated the same hexachloro- 
phene preparations at a later stage of the 
disease. 


The sensitizing capacity of hexachloro- 
phene must be very low when one compares 
the widespread use of this drug in soaps and 
cosmetics with the sparsity of reports of 
sensitivity to hexachlorophene-type com- 
pounds. In only one instance did we find true 
contact-type sensitivity to hexachlorophene. 
The patient, a 56-year-old man, suffered 
from an infected lichen simplex of the leg. 
Hexachlorophene sulfonated bitumen paste 
controlled the infection but produced a sec- 


693 







































ace Sots 


ee eee 


At OI ASAE I TWA L8 


ee 












A. M. A. ARCHIVES OF DERMATOLOGY 


ondary dermatitis. Repeated patch tests 
proved that this patient was allergic to hexa- 
chlorophene. Afterwards the patient volun- 
teered that he had noticed intolerance to Dial 
soap containing hexachlorophene four years 
previously. 


BACTERIOLOGICAL INVESTIGATIONS 


According to the manufacturer,* hexa- 
chlorophene is bactericidal against the follow- 
ing skin-invading bacteria: Micrococcus pyo- 
genes var. aureus, beta-hemolytic strepto- 
cocci, and P. aeruginosa. 

Our own studies were carried out on 15 
strains of virulent staphylococci and a few 
other skin-invading organisms. Our tests 
were performed on blood agar plates with 
the disk method. This technique gives only 
a rough in vitro estimate of bacteriostasis. 
It is dependent on the diffusion of the mate- 
rial used,®° as shown by the practically nega- 
tive result of the 10% hexachlorophene corn 
oil (Fig. C); it is also known ® that certain 
chemicals inactivate hexachlorophene and 
that the bactericidal and bacteriostatic prop- 
erties are reduced when this drug is mixed 
with serum or certain other types of organic 
matter.* At the time of our bacteriological 
studies, hexachlorophene was available to 
us only as a 10% solution in corn oil. By 





Bacteriostatic effect of hexachlorophene disks on 
M. pyogenes var. aureus. 


Preparation 


Bacteriostasis 


A, 1% hexachlorophene corn oil in Topisol Marked 
B, 2% hexachlorophene corn oil in Topisol Very marked 
C, 10% hexachlorophene in corn oil........ Very slight 
D, 0.5% hexachlorophene in Topisol........ Slight 
E, 0.2% hexachlorophene in Topisol........ Very slight 
F, Control (Topisol)........ssceccececseseens None 
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Sensitivity Studies with Hexachlorophene and Anti- 
biotics on Fifteen Strains of Coagulase- 
Positive. Staphylococct : 








Re- 
Sensitive sistant 


Bacteriostatic Agent 

Hexachlorophene.... |v ta 15 os 
1%* 12 3 
0.5% * 10 5 
0.2% * 5 10 
Penicillin............. 10 units t 8 7 
1,000 units ¢ 8 7 
10,000 units ¢ 9 6 
100,000 units ¢ ll 4 
Tetracycline (Achromycin)t 60 ¥....... 13 2 
Chlortetracycline (Aureomycin)t 60 y.. 14 1 
Bacitracint 20 units.......5.....cs0008 - 14 1 

Chloramphenicol (Chloromycetin)+ 60 y 15 
Erythromycin t 10 /...........ceeeeees ee 16 ve 
Neomycin t 60 Y........cececcecscesccees 18 2 
PolymyXint 80 Y........csccceccccecsncs 0 15 
Streptomycin t 100 7............ceeeeeee 18 2 
Oxytetracycline (Terramycin)t 60 7.... 14 1 





* These tests were performed with dried disks that had 
been soaked in hexachlorophene suspensions, prepared by 
suspending a 10% hexachlorophene corn oil solution in 
Topisol. 

t Commertial disks from Difco Laboratories. 

$ These tests were performed with dried disks that had 
been soaked in solutions containing 1,000, 10,000 and 100,000 
units per milliliter of penicillin, respectively. 


dissolving the hexachlorophene corn oil in 
Topisol, a definite bacteriostatic effect could 
be shown, as seen in the Figure, A and B. 
The Table shows that the 2% hexachloro- 
phene disk was bacteriostatic for all 15 
strains of coagulase-positive staphylococci, 
including those which were resistant to peni- 
cillin. 


The various antieczematous hexachlorophene 
preparations mentioned on page 692 were also 
tested with the disk method on blood agar 
plates. They all showed a bacteriostatic ac- 
tion against M. pyogenes var. aureus, where- 
as controls with the same preparations with- 
out hexachlorophene did not show any 
bacteriostatic effect. 


TESTS WITH OTHER MICRO-ORGANISMS 


Two strains of beta-hemolytic streptococci 
were sensitive, also four strains of the viri- 
dans type of streptococci. Two strains of 
Escherichia coli were resistant; two strains 
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HEXACHLOROPHENE TREATMENT OF 


of P. aeruginosa also were resistant to 2% 
hexachlorophene. There appears to be a cor- 
relation between this result and the clinical 
resistance of a few cases of eczema where 
P. aeruginosa seemed to play an important 
role (page 693). 


SUMMARY 


Hexachlorophene (G-11), ina 1% to 2% 
concentration, has been added as an anti- 
septic to various topical medications for the 
treatment of eczematous dermatoses in 
several hundred cases. 

These preparations appeared effective in 
combatting bacterial invasion in eczemas. 
Monilial intertrigo also responded very well. 

In vitro tests showed hexachlorophene 
bacteriostatic against M. pyogenes var. aure- 
us and hemolytic streptococci. The growth of 
two strains of P. aeruginosa was not inhibited 
by hexachlorophene. Clinical experience in- 
dicated that Pseudomonas infections did not 
respond to the hexachlorophene prepara- 
tions. 


ECZEMATOUS DERMATOSES 


Hexachlorophene was well tolerated ; only 
one case of true contact sensitivity to hexa~ 
chlorophene was encountered. 
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ae Vow eee for Showkeic Dermatitis 


A Clinical Investigation 


FRANKLIN I. BALL, M.D., Hollywood, Calif. 
INANE 


Seborrheic dermatitis is one of those af- 
flictions which has plagued mankind since 
the dawn of recorded history. As common 
as the common cold, it has just as stubbornly 
resisted any sort of treatment. During the 
past 100 years, few, if any new drugs have 
been offered which were much better than the 
ancient combination of sulfur and resorcinol, 
and other similiarly venerable but partially 
effective combinations. 

Myriads of preparations, both proprietary 
and: nonproprietary have been offered on the 
market for the avowed purpose of at least 
giving some relief from this most distressing 
syndrome but with always the same result, 
only partial beneficial effect. 

Accordingly, when Kittleson * announced 
the discovery of a new class of organic com- 
pounds which proved to possess an unusually 
broad bacterial spectrum and were also ex- 
ceptionally effective against a considerable 
number of fungi, it was thought that here was 
a substance which would offer great benefit 
in the treatment of this disease. 

From among the large number of com- 
pounds in this class, Vancide 89 was chosen 
because it was most readily available, and 
could be purified by recrystallization suffi- 
ciently well to make it suitable for topical 
application to human skin. This compound, 
when so purified, is a colorless, odorless, 
water-insoluble substance. Chemically it may 





* References 1 and 2; U. S. Patent 2,553,771 
(A. R. Kittleson and H. L. Yowell), May 22, 
1951, assigned to Standard Oil Development Com- 
pany. 
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be described as N-trichloromethylmercapto- 
4-cyclohexane-1, 2-dicarboximide. This com- 
pound’s first practical application has been 
in the agricultural chemical field as a fungi- 
cide, where it is known as Captan. 


THE PREPARATION 


In order to make this compound readily 
usable by the subjects to be tested, it was 
incorporated into an aqueous alcoholic lotion. 
This lotion,} hereinafter referred to as Solu- 
tion 105-6, contains, in addition to 0.085% 
of the new compound Vancide 89, a small 
amount of benzethonium (Phemerol) chlor- 
ide, 0.060% added to broaden the bactericidal 
scope of the preparation. 


TOXICOLOGY 


Nelson and others{ working with the 
technical, unpurified version of Vancide 89 
have shown that this compound is of a very 
low order of toxicity. The LD/50 for rats 
was found to be 9000 mg. per kilogram and 
for rabbits 2000 mg. per kilogram. The sur- 
viving animals showed a good weight gain. 
Patch tests done by the author, and others, 
numbering 150, have shown no reaction of 
any kind when-the purified compound was 
used. 

The toxicology of benzethonium, which is 
listed in “New and Nonofficial Remedies,” is 
too well known to require any discussion 
here. 

CLINICAL OBSERVATIONS 


This is a study of 98 cases of seborrheic 
dermatitis treated with Vancide-benzetho- 
nium lotion. 





+ Solution 105-6 was provided by the Pharma- 
ceutical Division of Max Factor & Company and 
is being marketed under the name of “SEBB.” 

}¢ Nelson, Norton, and others: Unpublished data. 























































PROCEDURE AND MATERIAL USED 


In all cases—severe, moderate or mild—patients 
were given Solution 105-6 as the only form of medi- 
cation and instructed to apply it once daily. The 
medication was supplied to the patient in a shaker- 
top bottle. The patient was directed simply to shake 
the lotion onto the hair and scalp and massage it 
into the scalp lightly. Severe massaging was contra- 
indicated. 

Patients were instructed to shampoo only at 
weekly intervals using a detergent-type shampoo. 

In this report, cases were classified according to 
extent and degréé of severity as follows: 

1. Severe: Cases with acute involvement of the 
entire scalp and extension to other areas of the 
body, face, ears, neck, chest, back (sites of predilec- 
tion). Usually these patients complained of intense 
itching and burning. 

2. Moderate: Cases with subacute involvement of 
the scalp, face, nasal areas, with moderate itching. 


3. Mild: Cases with chronic involvement usually 
confined to the scalp with low-grade inflammation 
and moderate or no itching, the dry scaling type, 
little oiliness. 


The ages of these patients ranged from 3 months 
to 82 years; male to female ratio was approximately 
equal. While a total of 128 persons with varying 
stages of seborrheic dermatitis were treated with 
Solution 105-6, only 98 are included here, inasmuch 
as 34 cases were either lost for the purposes of this 
report because of inadequate follow-up, or the pa- 
tients were not considered to have carried out the 
treatment either long enough or properly. Included 
in this listing are eight cases of psoriasis of the 
scalp in which no improvement was obtained. Ten 
young people with acne vulgaris complicated by 
seborrheic dermatitis are included, all showing not 
only control of their scalp dermatosis but consequent 
improvement in the acne condition on the face. Six 
patients with atopic dermatitis with lesions of a 
seborrheic nature were treated and had improvement. 
Four cases of otitis externa also were brought under 
control with this therapy, while four others showed 
no improvement. Also included herein were four in- 
fants with “cradle-cap” type seborrheic dermatitis, 
all of whom had been resistant to previous medica- 
tion. Two patients developed reactions consisting 


TaBLe 1.—Results of Therapeutic Use of Solution 
105-6 in Seborrheic Dermatitis 








Improved 
Classification No.of. Complete ButNot Unim- 
of Cases Cases Control Cleared proved 
Severe 238 20 6 2 
Moderate 52 39 12 1 
Mild 18 15 2 1 
Total 98 74 20 ’ 





SEBORRHEIC DERMATITIS—NEW TREATMENT 


TABLE 2.—Results of Therapeutic Use of Solution 
105-6 in Other Dermatoses Associated with or 
Complicated by Seborrheic Dermatitis 








Com- 
No. of plete Im- Unim- 
Cases Control proved proved 


Atopic dermatitis 6 6 0 0 
Psoriasis of scalp 8 0 0 8 
Acne vulgaris 10 4 6 0 
Seborrheic dermatitis 4 4 0 0 
in infants (so-called 
“cradle-cap’’) 


Otitis externa 8 4 0 4 





of erythema with vesicles in the scalp and areas 
adjacent thereto. Patch tests performed on these 
patients produced positive results in one case indi- 
cating allergic reaction to the medication. 


A series of patch tests was performed on 150 
human subjects with Solution 105-6. Tests were 
read after 48 hours. No evidence of irritation or 
sensitization was noted. 


SUMMARY AND RESULTS 


The treatment and observation of the effect 
of therapy on seborrheic dermatitis covered a 
period of eight months; in 98 cases, studied 
in this report, patients were given Solution 
105-6, and no other medication was admin- 
istered. 


Of the 98 cases of seborrheic dermatitis 
treated, there were 28 classified as severe, 
52 moderate, and 18 mild. Of the 28 severe 
cases, 20 came under complete control, 
6 were improved, and 2 unimproved. One 
of the last is included in this column because 
this was one of two cases which was allergic 
to the medication. Of the 52 in the moderate 
classification, 39 were completely controlled 
and 12 were improved; in 1 case, some al- 
lergic reaction occurring, the medication was 
discontinued, and this case was then classed 
as unimproved. Of the 18 mild cases, 15 com- 
pletely cleared up, 2 were improved, and 
1 case failed to show any appreciable im- 
provement. 

Included in the above figure of 98 cases, 
there were 6 patients with atopic dermatitis 
who were greatly improved as their scalps 
cleared of their seborrheic dermatitis. Also, 
10 patients with acne vulgaris were benefited 
as their scalp condition was brought under 
control. Eight patients with psoriasis of the 
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scalp were unimproved by this medication. 
Four cases of so-called “cradle-cap” type of 
seborrheic dermatitis were completely con- 
trolled. Eight patients with otitis externa 
were treated; of these the condition in four 
was completely controlled, while four others 
were not improved. 

No increased oiliness of the scalp was 
noted at any time following the use of this 
medication. It did not discolor gray or light- 
colored hair. Prolonged use of the solution 
produced no apparent decrease in its effec- 
tiveness. 


698 


CONCLUSION 


A scalp lotion containing a new compound, 
Vancide and benzethonium (Phemerol), was 
administered to 98 patients with seborrheic 
dermatitis and found to have a high degree 
of chemotherapeutic effectiveness. 
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G onlinantia Pigmenti 


Report of Six Cases 


JEAN ABEL CRAMER, M.D., Elizabeth, N. J. , 


and 
WALTER J. SCHMIDT, M.D., New York 


UN KNN 


The rarity of incontinentia pigmenti, this 
mixed ectodermal and mesodermal syndrome, 
with its many associated defects, makes this 
entity of considerable interest to both the 
dermatologist and the pediatrician, This dis- 
order was first described by Bardach* as a 
systematized nevus, and received the name 
“incontinentia pigmenti” in reports by Bloch? 
in 1926, and in 1927 by Sulzberger.* The 
earlier case reports were limited to descrip- 
tions of the pigmentary phase and the asso- 
ciated developmental abnormalities. It re- 
mained for Carney * in 1951 to describe first 
the initial vesicular stage, which often pre- 
cedes the better-known bizarre pigmentary 
whorls. He showed that in the early months, 
inflammatory lesions, particularly vesicles 
and bullae, may come and go, with associated 
blood eosinophilia. At a later time, linear 
verrucous lesions may develop and, eventu- 
ally, the typical pigmentation. Various ecto- 
dermal and mesodermal defects have been 
recorded in the literature, including bony 
and ocular deformities, and defects of the 
central nervous system. Findlay ® states that 
in 25% of the cases there are associated eye 
disturbances. A familial pattern is reported by 
Naegeli,* Sobel,” Levin,? Asboe-Hansen,° and 
Kitamura and associates.‘° Under the title 
of “Bullous Keratogenous and Pigmentary 
Dermatitis with Blood Eosinophilia in New- 
born Girls,” Asboe-Hansen ® reported four 





From the Department of Medicine (Derma- 
tology), The New York Hospital and Cornell 
University Medical College. 


additional cases, two of them in siblings. 
He stressed the presence of blood eosinophilia 
at the time of the bullous phase. This was 
also noted by Epstein.** 

We should like to present six additional 
cases, all of them fairly typical. Two of these 
are of particular interest, as the patients 
have been closely observed since birth 
and have manifested the progressive phasic 
changes of the disease. 


Cass 1.—D. B., a 2-year-old girl, was born in 
New York Hospital on April 19, 1952, with clustered 
erythematous, vesicular, and crusted lesions ar- 
ranged in a linear fashion on the extremities. The 
antepartum course and labor were uneventful, with 
no history of illness or medications, save brief use 
of terpin hydrate and codeine elixir, in the preg- 
nancy. The family history was noncontributory. 
When the patient was examined soon after birth, 
there were vesicular and crusted grouped lesions, 
on an erythematous base, from 0.5 to 2 cm. in 
diameter, scattered over the extremities and trunk 
and in the groin, and arranged in a linear manner 
on the inner aspects of the thighs and arms. The 
palms and soles were free. The vesicular component 
subsided, and by 5 months of age whorls of light 
to dark brown pigmentation were noted on the 
trunk, most marked on the lateral thorax. On April 
19, 1952, the hemogram was normal save for an 
eosinophilia of 10%. The Wassermann reaction was 
negative; the urine was normal; a photoroentgeno- 
gram of the mandible was negative; the readings 
for circulating eosinophiles were 450/cm: and 
265/cm. during the period of active vesiculation. 

A biopsy specimen was removed from the right 
knee on April 30, 1952. The epidermis was ex- 
tremely thick, and in it were minute, fluid-filled 
vesicles, containing eosinophiles. The corium, in its 
superficial layers, was edematous and was also 
infiltrated with eosinophiles, both in the epidermis 
and in the underlying corium. 

A biopsy specimen was removed from the skin 
of the right anterior’ chest on June 23, 1953. The 
epidermis was of average thickness and showed 
well-developed rete pegs. A thin keratotic layer was 
present as well as a thin granular layer. The cells 
of the rete appeared normal. The lower layers of 
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Fig. 1 (Case 2).—Linear vesicles on leg. 


the rete and the basal layer included numerous clear 
cells, In most areas the basal layer showed con- 
siderable free pigmentary stipplings, with only 
occasional large melanophores in the upper corium, 
which contained large dark melanin granules. 

The infant developed inflammatory, vesicular, and 
papular lesions during her first 24% months, with 
gradual appearance of characteristic pigmentation 
on the trunk and posterior aspect of the thighs. 
When she was last seen, it was noted that her 
dentition was delayed, with only four teeth at the 
age of 2 years, Mentality was normal. 

Case 2.—D. M.,* a white boy, was born in an- 
other hospital on June 5, 1953, and on the first day 
of life was noted to have an eruption on the face 
and extremities. On the fourth day, a diffuse dusky- 
gray pigmentation of the entire integument was 
noted. At this time the child was transferred to the 
pediatric service of the New York Hospital. The 
antepartum course and labor had been uneventful, 
with no history of medication or viral infections 
during the pregnancy. The family history was non- 
contributory. When the patient was examined on 
June 9, 1953, the only abnormalities noted were 
limited to the skin, which showed a generalized 
dusky-gray color. Clustered tense firm-walled 
vesicles and crusted papules, ranging from 0.1 to 
1 cm. in diameter, were arranged in linear fashion 
on the posterior aspect of the legs, flexor aspects of 
the arms, on the palms and soles, and scattered 
over the scalp and trunk. When examined two days 





*Case 2 was presented at the meeting of the 
Section of Dermatology and Syphilology of the New 
York Academy of Medicine on Oct. 16, 1953. 


Fig. 2 (Case 2).—Verrucous phase on finger. 





later, the skin was normal in hue. One month later, 
warty papular lesions first were noted on the left 
middle finger and dorsum of the feet. Vesiculation 
persisted in other areas. By Sept. 11, 1953, areas of 
atrophy, depressed depigmented scarring, and mini- 
mal hyperpigmentation were noted on the legs at 
the sites of previous involvement. The warty and 
vesicular elements were gone. At 9 months of age, 
typical brown whorls of pigmentation were noted 
on the trunk, in particular over the lateral aspect of 
the thorax, in sites which had not been severely 
involved in the preceding vesicular eruption. Linear 
scarring persisted on the backs of the legs. 

The hemogram at birth was normal, save for an 
eosinophilia of 3% and a circulating eosinophile 
count of 1906/cu. mm. Blood drawn on June 9, 
1953, was positive for methemoglobin, 20%, but 
was negative three and: seven days later. Viral 
studies of the vesicle contents showed no growth 
on chick embryo. The Wassermann reaction was 
negative. A urinalysis was normal. Photoroentgeno- 
grams of the chest and long bones were negative. 
The angle of the left acetabulum was 30 degrees 
as compared ith an angle of 20: degrees for the 
right acetabulum. 

A biopsy on June 11, 1953, revealed a thin layer 
of hyperkeratosis overlying the intact epidermis, 
which contained three large intraepidermal vesicles. 
The vesiéles were filled with eosinophiles and a 
few lymphocytes. Some spongiosis and washing-out 
of the basal cell margin, together with inflammatory 
cell infiltrations of the lower epidermis, was noted. 
The cutis was edematous and infiltrated with many 
eosinophiles and some round cells. The blood vessels 
were dilated, particularly in relation to the inflam- 
matory reaction, with some concentration of the 
infiltrate in perivascular areas. The collagen was 
distorted in this area. Several immature hair fol- 
licles were noted. 


The infant was treated for acquired methemo- 
globinemia, with intravenous methylene blue, with 
rapid disappearance of abnormal skin color and 
reversal of the blood to normal. The probable con- 
genital dysplasia of the left hip is being carefully 
evaluated with the help of frequent x-rays. Repeat 
film at 6 months showed no abnormality. ‘Despite 
the presence of typical pigmentation, new scattered 
papular lesions continued to appear in various sites. 
At 11 months of age the child appears of normal 
mentality and is developing satisfactorily. He has 
only one tooth. 

CasE 3}.—M. K., a white girl, born Feb. 23, 
1950, in New York Hospital, was noted to have an 
erythematous eruption on the extremities and 





+ Cases 3, 4, and 5 were presented at the meet- 
ing of the Section of Dermatology and Syphilology 
of the New York Academy of Medicine on May 4, 
1954. 
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abdomen, which at first was believed to have been 
due to penicillin (10,000 units) given to the baby 
at the time of birth. Diphenhydramine (Benadryl) 
was prescribed. The color of the eruption changed 
gradually from red to brown by the end of the first 
month. No bullous or vesicular phase was recalled 
by the mother. The pigmentation became quite ex- 
tensive over the lower abdomen and thighs, but not 
on the face or back. At 6 months, many of the 
pigmented lesions had faded, but small new areas 
appeared from time to time. She was first seen by 
the dermatology service on April 15, 1954, at which 
time rather scanty but typical areas of light brown 
pigmentation were noted over the axillary and 
pectoral regions, with faint streaklike bands of 
depigmentation down the inner and posterior aspects 
of the legs, some of which appeared slightly de- 
pressed and atrophic. She also showed peg-shaped 
incisor teeth, widely spaced, with absence of the 
upper lateral incisors. Her scalp, particularly over 
the vertex, showed patchy incomplete alopecia. The 
serologic test for syphilis was negative. 

Case 4.—C. K., the 28-year-old mother of 
Patient 3, showed streak-like depigmentation of 
both calves, which was stated to have been present 
since birth. No history of bullae or of an early 
pigmentary phase was obtained. The involved areas 
showed absence of hair, were light in color, and 
slightly depressed. She had a single grand mal 
seizure at age 18. Ten years ago dystrophic changes 
of the toenails appeared, and for the past three 
years similar involvement of the first four nails of 
her left hand was noted. Trichophyton rubrum was 
cultured on two occasions. She knows of no con- 
genital stigmata in the family. She has no sisters; 
however, two older brothers have similar disturb- 
ances of their toenails. The brothers have not been 
examined. The Mazzini test gave a negative re- 
action. 

A biopsy specimen of one of the atrophic linear 
areas on the leg showed slight epidermal atrophy, 
and absence of sweat glands and follicular apparatus. 


Case 5.—C. K., the youngest sister of Patient 
3, was born on Feb. 14, 1954. Gestation had been 
normal. Soon after birth it was noted that she had 
an erythematous eruption on the posterior and 
inner aspects of both legs. The mother noted a 
solitary vesicle on one leg. After a month, transient 
pigmentation appeared, and then faded somewhat. 
Patchy, streak-like linear pigmentation remained, 
chiefly on the inner aspects of the calves and lower 
thighs, with slight depression of the areas. The 
Mazzini reaction was negative. 

Case 6.—S. L., a white girl, born on Dec. 12, 
1950, after a normal pregnancy, was noted to have 
an erythematous patchy vesicular eruption on the 
extremities. This remained active for several months. 
This was followed by atrophic depigmented striae 
on the posterior calves and thighs which resemble 


markedly those in Case 4. There are no pigmentary 
or associated mesodermal disturbances, and the 
child is of normal mentality. 


COMMENT 


In reviewing these six cases, and in the 
light of the cases reported in the literature, 
it becomes apparent the incontinentia pig- 
menti is not merely a pigmentary anomaly, 
but represents a syndrome showing multiple 
defects. The early stages, which are usually 
neonatal, are often represented by tense bul- 
lous and vesicular lesions in rather charac- 
teristic distribution on the flexor aspects of 
the extremities. In this phase, blood and tis- 
sue eosinophilia may be extensive. Tissue 
sections in the vesicular stage show striking 
intraepidermal vesicle formation. Eosinophilia 
in the vesicle fluid and in the adjacent 
corium is present. The vesicular stage may 
be followed by a verrucous change at the 
site of the lesions, although this occurred 
in only one of our cases. Asboe-Hansen ° 
and Carney * stress this keratogenous altera- 
tion. Still later, the well-known pigmentary 
phase, which gave the disorder its name, 
ensues. Three of our six cases are now in 
the pigmentary phase, although it should be 
noted that Patient 5 (at age 6 months) is 
still developing inflammatory lesions. 

Associated with these cutaneous defects 
are others, which have frequently been re- 
ported.t These include delayed or imperfect 
dentition, patchy alopecia, cataracts, optic 
atrophy; neurological disturbances such as 
mental deficiencies, epilepsy, spastic paraly- 
sis, and osseous deformities, such as micro- 
cephaly. Among our cases, Case 1 demon- 
strated delayed dentition; Case 3, associated 
patchy alopecia and cone-shaped teeth, and 
Case 4, nail dystrophies and epilepsy. None 
of the patients has yet demonstrated mental 
deficiency. 

We would like to emphasize that the typi- 
cal whorls of pigmentation do not necessarily 
occur in sites of early vesicular involvement. 
In our cases the sites of maximum inflam- 
matory involvement on the extremities 
showed depigmentation rather than hyper- 





t References 4, 5, and 12. 
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pigmentation, and in Case 2 alopecia did not 
follow severe scalp lesions. 

It is probable that this syndrome, in one 
form or another, is commoner than has pre- 
viously been appreciated. A group of 21 cases 
was recently reported from Japan. It also 
seems evident the entity “bullous keratoge- 
nous and pigmentary dermatitis with blood 
eosinophilia in newborn girls” is one facet of 
this syndrome. It is obvious from the litera- 
ture that female patients predominate, yet 
in our series one quite characteristic case 
(Case 2) occurred in a male. No history of 
consanguinity was elicited, but a definite 
family relationship is evident in Cases 3, 4, 
and 5. 


SUMMARY AND CONCLUSIONS 


Six cases of incontinentia pigmenti mani- 
festing various phases of this disorder are 
reported. 

Blood and tissue eosinophilia may be 
prominent in the early bullous phase. The 
microscopic picture in this phase is charac- 
teristic. 

It is verified again that this syndrome may 
progress from a vesiculobullous stage through 
a verrucous form to the pigmentary phase, 
although this sequence of events is by no 
means always seen. The tendency to familial 
incidence and association with other develop- 
mental defects is confirmed. 

The differential diagnosis may be difficult 
at times and may include such conditions 
as epidermolysis bullosum, dermatitis herpeti- 
formis, contact dermatitis, and erythema 
multiforme. However, if the condition is 
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kept in mind, especially in female infants, 

the diagnosis should be apparent. 
Photography was done by Miss M. E. Hopper. 
339 Union Ave. (Dr. Cramer). 
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Uticaria tgmentosa asa Systemic 2 ee 


CHAIM BERLIN, M.D., Tel-Aviv, Israel 
AUNT 


Clinical roentgenologic and histochemical 
investigations of recent years have helped 
to throw some light on the nature of urticaria 
pigmentosa. Observations in ever-increasing 
number indicate that the disease cannot be 
regarded any more as a purely cutaneous 
one, but it may affect other organs of the 
body. The most important of these observa- 
tions is that of Ellis? who at an autopsy of 
a one-year-old child (the first and so far the 
only autopsy performed in a case of this 
disease) found mast cells in practically all 
the reticuloendothelial system. The mast cells 
undoubtedly comprise the histopathological 
basis of urticaria pigmentosa, and Sézary,? 
therefore, suggested for it the name mastocy- 
tosis, a much more suitable name than ur- 
ticaria pigmentosa because urticaria is almost 
always entirely lacking and sometimes the 
pigmentation too. The mast cells were dis- 
covered by Ehrlich. Using toluidine blue he 
differentiated them from other connective 
tissue cells by their basophilic and metachro- 
matic granules. He called them mast cells on 
the erroneous assumption that they are con- 
cerned with the nutrition of connective tissue. 
The Swedish investigators Holmgren, Wilan- 
der, and Jorpes,* showed that the mast cells 
or their granules are mucopolysaccharides 
and produce the anticoagulant heparin. The 
mast cells are, in fact, heparinocytes, or, 
still better, heparinoblasts. Jorpes® regards 
the mast cells as a kind of single-celled 
endocrine gland, situated around the small 
blood vessels and capillaries and pouring 





From the Department of Dermatology, Municipal 
Hospital, Hadassah. 


* References 3 to 5. 


their product heparin into the blood 
stream. Balbi * and Meneghini* succeeded in 
producing experimentally (the former in 
guinea pigs, the latter in human beings) cells 
with metachromatic granules after intracu- 
taneous injection of heparin. Balbi regards 
urticaria pigmentosa as a general disease 
caused by heparin. As far as I know, these 
investigations have not yet been confirmed 
by other workers. Konrad and Winkler,® 
studying a case of urticaria pigmentosa bul- 
losa, found that the blister fluid, which con- 
tained many mast cells, possessed definite 
anticoagulant activity, which, however, was 
inhibited by adding to the fluid the anti- 
heparin agent, toluidine blue. On the whole, 
it is almost generally accepted that heparin 
plays an important role in urticaria pigmen- 
tosa, and this fact may explain some of its 
clinical features. 


During the past few years I have had the 
opportunity to follow closely a case of urti- 
caria pigmentosa which affected a 71-year- 
old man and represented unusual dermato- 
logical features. In addition he developed 
hepatosplenomegaly, cachexia, and a stub- 
born anemia. Bone marrow puncture dis- 
closed a high degree of penetration of tissue 
mast cells into the bone marrow. 


REPORT OF A CASE 


S. E., a 71-year-old Sephardic Jew, born in Pales- 
tine, was first seen in the dermatological clinic of 
the Hadassah Hospital on April 4, 1951, because 
of an asymptomatic eruption of four months’ dura- 
tion. Scattered over the back, chest, abdomen, and 
inguinal regions there were a number of discrete 
match-head- to pea-sized macules, scarcely elevated 
papules, and nodules. The surfaces of the nodules 
were partly smooth and partly rough and slightly 
verrucous, resembling small wart-like tumors. The 
maculopapular lesions were of reddish color, while 
the nodules were of a yellowish-whitish tinge. The 
first impression was of two separate diseases, but 
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the patient insisted that these diverse lesions had 
developed at the same time. Morphologically the 
diagnosis rested between pityriasis lichenoides 
chronica, leiomyoma, and xanthelasma. 

The patient gave a history of frequent spontaneous 
attacks of diarrhea for the past 20 years, and a 
bilateral herniotomy six years ago, with a recur- 
rence on the right side. 

Physical examination at the clinic for internal 
diseases showed ‘no gross abnormalities. Routine 
laboratory studies, including urinalysis, stool ex- 
amination, blood cell count, and chemical and sero- 
logical examinations were completely negative. A 
biopsy showed (with hematoxylin-eosin stain) that 
the epidermis was thin and the papillae were flat- 
tened. In the upper portions of the cutis there was 
a dense infiltration composed of lymphocytes, many 
plasma cells, and histiocytes. Fat stains were nega- 
tive for xanthoma cells. Acid-fast stains failed to 
reveal lepra bacilli. 

The patient was presented as a case for diagnosis 
at the fifth meeting of the Dermatological Associa- 
tion of Israel, May, 1951. 

Several months later, while the patient was being 
reexamined, an erythematous, slightly raised patch 
was noticed on the chest, which was caused by 
scratching. Other places reacted in the same manner 
when the skin was rubbed. This led to suspicion of 
urticaria pigmentosa. Two neighboring lesions, a 
macule and a papule, were removed for histological 
examination (by Dr. M. Loewenthal). Toluidine 
blue stain and Giemsa stain revealed closely packed 
mast cells in the papillary and reticular layers of 
the cutis. 


The patient disappeared from observation and 
was not seen again for a year and a half. His gen- 
eral condition deteriorated considerably. He was 
admitted to hospital. 

Physical. Examination—On admission on July 
7, 1953, he was pale and looked very ill. He com- 
plained of extreme weakness and fatigue, frequent 
diarrhea, and sporadic pruritus. His weight was 
54 kg. and his height 163 cm. The mucous mem- 
branes were very pale. Small isolated grayish 
macules were seen on the tongue and palate. The 
pulse was regular. The heart and lungs were nor- 
mal. The liver was palpated 8 cm. below the costal 
margin and was smooth and not tender. The spleen 
extended almost to the level of the umbilicus and 
was somewhat tender. A large right inguinal hernia 
was present. The lymph nodes were not enlarged. 
Neurologic examination was negative. 


Skin——The nature of the skin condition remained 
unchanged,. but the lesions had become much more 
widespread, involving almost the entire body (Fig. 
1), especially the face, neck, trunk, and the axillary, 
inguinal, and popliteal regions. The main lesions 
were reddish to faint brown, round, oval, or ir- 
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Fig. 1—Showing extent and distribution of the 
eruption. 


regularly shaped, discrete or confluent maculo- 
papules, varying from 2 to 4 mm. in diameter. 
Among them were irregularly dispensed, rather 
firm nodules, which were partly surrounded by an 
inflammatory zone. The nodules on the neck, beard 
region, lips, nares, and lid margins arose on normal 
skin, and they were whitish in color (Fig. 2). Here 
and there wart-like lesions were noticed: (Fig. 3). 
On diascopic pressure all lesions became somewhat 
paler. Scattered over the trunk were a dozen small 
hemangiomata. On the dorsal surfaces of the hands, 
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Fig. 2—Intensive involvement of the face and 
beard region. 


forearms, and forehead there were fairly large 
hemorrhagic spots of the purpura senilis type. 


Laboratory Data—Urinalysis was normal. The 
blood examination showed hemoglobin 50%, erythro- 
cytes 2,400,000, color index 0.9, reticulocytes 1.2%, 
leucocytes 3600, with 62% polymorphonucleaf neu- 
trophiles, 2% monocytes, 2% eosinophiles, and 34% 
lymphocytes. The hematocrit reading was 33% 
(normal 43%), mean corpuscular volume 136 cu. u 
(normal 87+5), mean corpuscular hemoglobin 
29 wy (normal), and mean corpuscular hemoglobin 
concentration 21% (normal 34 + 2). A fragility test 
showed that hemolysis began at 0.48% salt solution 
and was complete at 0.34%. The platelet count was 
114,000, the bleeding time four minutes, and the 
clotting time three and a half minutes. Prothrombin 
was 81% (normal 70-100%) and fibrinogen 315 
mg. per 100 cc. (normal 400-200). Chemical anal- 
ysis of the blood showed chlorides 555 mg. per 
100 cc., calcium 10.6 mg., phosphorus 3.7 mg., urea 
30 mg., sugar 83 mg., cholesterol 128 mg., and 
ascorbic acid 7 mg. Total proteins were 8.2 gm. per 
100 cc., with 5.33 gm. albumin and 2.87 gm. globulin. 
The sedimentation rate was 20 mm. per hour (Wes- 
tergren). Serologic tests for syphilis were negative. 


URTICARIA PIGMENTOSA AS SYSTEMIC DISEASE 


Puncture of the sternum and iliac bone on several 
occasions gave the same results. The marrow was 
studied by Dr. L. Wechsler, hematologist, who 
reported: “The marrow is rich in cells. There is 
a striking abundance of middle-sized round cells 
with single round or oval, usually centrally situated, 
nuclei. It is impossible to see the protoplasm be- 
cause it is covered by numerous small basophilic 
granules. These cells number up to 35% of all white 
cells. They look exactly like tissue mast cells (Fig. 
4), the other white cells do not show any deviation 
from the normal either in their shape or in their 
relative numbers. The regeneration of the red part 
of the marrow seems to be satisfactory.” 

Gastric analysis showed diminished hydrochloric 
acid on one occasion and normal values on subse- 
quent examinations. The liver function tests were 
normal. Liver and spleen puncture revealed no ab- 
normalities, and no mast cells were to be found. 
Stool examinations showed no ova, parasites, or 
cysts. On one occasion occult blood was found, but 
this was not confirmed by subsequent examinations. 

The result of a tourniquet test was negative. The 
blood pressure was 130/80, and the basal metabolic 
rate was + 1, 

Roentgenograms of the chest and gastrointestinal 
tract revealed normal conditions; roentgenologic 


Fig. 3—Close-up view showing depigmented 
smooth and verrucous nodules of urticaria pig- 
mentosa. 








Fig. 4.—Sternal puncture with tissue mast cells 
in urticaria pigmentosa. 


examination of the skull, ribs, spine, pelvis, and 
long bones performed on two occasions revealed no 
evidence of osseous changes. Two skin biopsies (Dr. 
Loewenthal) showed densely packed masses of 
mast cells in all portions of the corium (Fig. 5). 
The epidermis was somewhat thinned and showed 
slight hyperkeratosis. There was a slight increase 
of pigment in the basal layer. 

An intracutaneous heparin test was negative. The 
sample of heparin used was furnished by The British 
Drug Houses, Ltd., London; 0.1 cc.-500 units (each 
unit having the anticoagulant activity of 0.008 mg.) 
was injected intradermally. No immediate or de- 
layed reactivity was observed. 

A toluidine blue solution, 1: 1000, was injected 
into a papule and into normal-appearing skin. The 
color was the same in both injected places and 
remained the same time in both places. 

Skin Sensitivity Tests——Patch tests with various 
chemical substances, such as iodine, mercury, 
quinine, etc., gave no reactions: 

An ice pack placed on the affected skin for three 
minutes produced a slight swelling and an intense 
redness which persisted several hours. 

An exposure to a blue lamp at a distance of 
20 cm. for five minutes induced a redness which 
lasted a long time. 

A dose of 200 r caused a hyperpigmentation which 
lasted several weeks. 

A quartz lamp irradiation at a distance of 50 cm. 
for four minutes provoked an intense erythema 
which was much severer than in normal controls. 
Throughout this erythema minute violaceous pap- 
ules were noted, which did not fade on pressure 
and appeared to be petechiae. Such punctiform pur- 
puric lesions after ultraviolet irradiation were ob- 
served on several occasions. Likewise it was found 
that the intensity and the duration of the pigmenta- 
tion following ultraviolet light was much greater 
than in normal persons. 

Stroking the skin was followed immediately by a 
slight and then by an intense erythema. After 
scraping of the reddened area or the papulonodules 
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themselves with a fingernail, a rather thick drop of 
blood often appeared. Pinching the injured place 
easily produced further bleeding. By this remark- 
able tendency to bleeding the hemorrhagic crusts 
and spots which were sometimes observed in great 
numbers on the patient’s body and underwear could 
be explained. 

Therapy and Course.—The patient was placed on 
a high caloric and vitamin diet. Since the anemia 
was presumably caused by the penetration of great 
numbers of tissue mast cells into the bone marrow, 
it was quite obvious that it would be hardly possible 
to influence it. Nevertheless iron and liver prepara- 
tions, vitamin K and vitamin Bu were given, also 
infusions of corticotropin (ACTH) to a total of 
140 mg., but without benefit. A slight improvement 
was achieved after four blood transfusions of 250 cc. 
each. Repeated hemograms showed no appreciable 
change. Roentgen and ultraviolet rays were tried 
for the skin conditions. Ultraviolet had no effect, 
and four doses of roentgen rays in the inguinal 
region caused a slight flattening of the papulonod- 
ular lesions. Some relief from pruritus was af- 
forded by the use of antihistaminics and intramus- 
cular injections of 10 cc. of 1% procaine hydro- 
chloride. 


Fig. 5.—Section showing dense uniform mast-cell 
infiltration of the cutis. 
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Fig. 6.—Multiple nodular lesions of urticaria pig- 
mentosa on the posterior part of the tongue. 


The patient was afebrile all the time, except dur- 
ing an attack of severe diarrhea, manifested by four 
to five stools daily, lasting about a month. Repeated 
stool examinations failed to demonstrate Endamoeba 
histolytica. 

On Sept. 23, 1953, the patient was discharged, and 
on March 3, 1954, he was rehospitalized. He gradu- 
ally became weaker and his weight dropped to 
48 kg. Physical, roentgenologic, and histologic 
studies remained essentially unchanged. The skin 
condition was almost the same. The visible mucous 
membranes had become severely involved. Match- 
head-sized round, depigmented papules were present 
on the external and internal surfaces of the lips, 
gingivae, the dorsal surface of the middle and pos- 
terior thirds of the tongue, on the soft and hard 
palate, and on the pharynx (Figs. 6 and 7). Sim- 
ilar lesions were present on the nasal mucosa. Lar- 
yngoscopic examination revealed normal condition. 
Proctoscopic examination disclosed several papules 
on the rectal mucosa near the anus. 

The hematologic findings deteriorated. On dif- 
ferent occasions the hemoglobin ranged between 
50% and 36%, erythrocytes between. 2,400,000 and 
2,100,000, and leucocytes between 3000 and 1600, 
with a normal differential picture. Thrombocyte 
counts varied from 67,000 to 57,500, prothrombin 
levels from 83% to 62%, and the serum prothrombin 
activity was 45%. 


The determinations of bleeding and clotting time 
were performed on blood obtained from (1) the 
fingertip, (2) injured papular lesion, and (3) the 
cubital vein (Lee-White method). The results were 
roughly the same: the bleeding time four minutes, 
and the clotting time three minutes. 

Tests for heparin or heparin-like material were 
performed with venous blood and blood expressed 
from injured papules, where a concentration of mast 
cells could be presumed. The studies were done by 
Dr. I. L. Fisher (chief) and Miss D. Remez, chief 
technician of the Chemical Laboratory. 

The following method was used: 0.45 cc. of pa- 
tient’s blood was put into a small test tube with 0.05 
cc. of 0.1 M potassium oxalate; this was centri- 
fuged; 0.1 cc. of plasma was mixed with 0.1 cc. of 
distilled water and placed in a water bath of 37 C for 
30 seconds; 0.1 cc. thrombin (6 units per 1 cc.) 
was added. The exact time required for the appear- 
ance of the first fibrin thread was recorded. The 
usual range of normal persons used as controls was 
from 25 to 35 seconds. Two samples with the pa- 
tient’s venous blood showed 25 and 32 seconds, 
while samples with blood from the lesions on three 
occasions showed values of 76.8, 49.3, and 235.2 
seconds. 

Again four blood transfusions were given, which 
brought a slight improvement. 

After two months the patient left the hospital. 
His condition became gradually worse. On exam- 


Fig. 7—Showing involvement of the tongue and 
palate. 
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ination on Nov. 2, 1954, edema of the legs and geni- 
talia, and mild ascites were noted for the first time. 
Many of the papules and nodules had become flat- 
tened and assumed the color of the skin which was 
pale and sallow. A few nodules appeared hemor- 
rhagic. Bleeding drops could easily be produced by 
scrubbing the lesions with the fingernail. 

The hemogram revealed hemoglobin 33%, eryth- 
rocytes 2,000,000, color index 0.9, reticulocytes 
2.9%, with a certain degree of anisocytosis and poi- 
kilocytosis ; leucocytes 1600, with a normal differen- 
tial count; thrombocytes 50,000, prothrombin time 
57%, fibrinogen 190 mg. per 100 cc.; the bleeding 
and clotting time three minutes. 


COMMENT 


This most unusual case is of special in- 
terest from several viewpoints. The onset 
of the disease so late in life is certainly ex- 
ceptional, Out of 286 cases of urticaria pig- 
mentosa which Hannay,° in 1925, collected, 
182 were under the age of 5 years and only 5 
were over 50 years of age. Konrad and 
Winkler * mentioned the case of an 82-year- 
old man, who had acquired urticaria pig- 
mentosa 10 years before. In my patient the 
disease appeared at the age of 71 with a 
number of pea-sized reddish to yellowish 
polymorphic lesions—macules, papules, and 
tumor-like flat and verrucous nodules. The 
eruption remained stationary for a time, was 
clinically undiagnosed, and as hematoxylin- 
eosin was used in the biopsy, we did not 
recognize the mast cells. When after rub- 
bing the skin urtication occurred and special 
stains were used, the diagnosis was estab- 
lished. 

Pigmentation was not a striking feature 
even in the lesions of long duration. The 
dominant color was red in various shades— 
light red, wine red, violaceous, and brownish 
red. The nodules on the neck and face and 
the tumor-like lesions in the anogenital region 
remained whitish (leucodermic) throughout 
the entire course—urticaria depigmentosa. 
The many microscopic examinations revealed 
only occasionally a slight increase of pigment 
in the basal layer. On diascopic pressure all 
lesions became somewhat paler. On the whole 
the disease resembled at least in its early stage 
telangiectasia macularis eruptiva perstans,?° 
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which according to Parkes Weber can be re- 
garded as a very rare and relatively pigment- 
less variety of urticaria pigmentosa in elderly 
subjects. Moynahan,’! however, found this 
variety also in a juvenile type of the disease. 
The recent dermatologic literature describes 
diverse morphologic features regarding form, 
size, shape, and color of the eruption. 

The involvement of the mucous membranes 
is of great interest, the lesions of the oral 
and nasopharyngeal cavities being match- 
head-sized depigmented papules. 

Mechanical thermal and physical stimuli 
provoked in my patient rather severe reac- 
tions in the form of slight swelling, intense 
redness, and occasional bleeding. The re- 
action after application of ice was especially 
striking. Sensitivity to cold is mentioned in 
the literature (Fabry,?? Pratt,’* and others). 
My teacher, Max Joseph in Berlin, used to 
tell of a patient with urticaria pigmentosa, 
who in winter did not dare to go out of 
doors because his face would become terribly 
red. . 

This provoked erythema might be ex- 
plained by the release of the anticoagulant 
heparin as a result of the irritation of mast 
cells (Sézary found mast cells in dermo- 
graphism). From intense redness to hemor- 
rhages is not so far. In fact, in the literature 
are found hints and distinct reports of the 
occurrence of hemorrhage in urticaria pig- 
mentosa, both grossly and microscopically. 
Pick ** was the first who noticed hemorrhage 
histologically. Unna, the first who disclosed 
mast cells in urticaria pigmentosa, and 
Torok were skeptical about this finding, 
regarding it as artificial or incidental, but 
Fabry ** proved beyond doubt thé presence 
of hemorrhage around the blood vessels and 
sweat ducts. This finding corresponded with 
the obvious reddish-brown and dirty-yellow- 
ish lesions. This purpura was almost forgot- 
ten for a half a century, when Asboe-Han- 
sen*® reported on two cases of urticaria 
pigmentosa haemorrhagica with definite clin- 
ical and microscopic findings. In the case of 
Miller ** one biopsy showed purpuric derma- 
titis, and in the cases of Levin,’* Hudelo and 
associates,2® Lewis,*° Moynahan,** Cani- 
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zares,”* and Slepyan f there were telangiec- 
tatic or purpuric lesions. In the patient of 
Le Coulant and Darzac ** urticaria pigmen- 
tosa lesions developed directly on petechiae. 
In the aforementioned cases no hematologic 
changes were reported or observed. 


Bolgert and Le Sourd ?* found in their 
patient with a history of ecchymoses that the 
bleeding and clotting times were prolonged, 
the bleeding time being 9 minutes, the clot- 
ting time 13 minutes, and the prothrombin 
time 55%. In the patient of Degos and asso- 
ciates,* a 51-year-old man, who showed clin- 
ically a tendency to bleeding, the clotting 
time was 20 minutes, the bleeding time 13 
minutes, and prothrombin time 50%. In 
this connection it is of interest to note that 
Magner and co-workers ** and Rattner and 
associates,” each treating a case of pem- 
phigus with daily intramuscular or intracu- 
taneous injections of 200 mg. of Depo-Hep- 
arin (solution of heparin sodium in an 
aqueous vehicle containing gelatin and dex- 
trose), observed incidentally a significant 
prolongation of the clotting time, the former 
from 10 to 43 minutes after 20 treatments, 
and the latter from 6 to 13% minutes after 
13 treatments. Our patient had definite signs 
of skin hemorrhage. The corresponding hem- 
atologic observations were rather varied. 
The Rumpel-Leede test was negative ; bleed- 
ing and clotting times remained constantly 
within normal limits ; the fibrinogen and pro- 
thrombin levels were within the lower limit 
of normal or below them; the platelet count 
was low and gradually showed a tendency 
to fall. De Vries and Alexander 7’ quote 
sources indicating that intravenous injection 
of heparin causes thrombocytopenia. No 
heparin-like material in circulating blood was 
demonstrated in my patient, but a definite 
inhibition of the coagulation mechanism was 
found on three occasions in the blood ob- 
tained from the lesions. This fact seems to 
indicate that locally in the skin where there 





+ Slepyan, A. H., in discussion on Ebert, M.; 
Leaf, V., and Sickley, J. F.: Urticaria Pigmentosa, 
A. M. A. Arch. Dermat. & Syph. 67:531 (May) 
1953. 


is an abundance of mast cells, a production 
of heparin occurs, since on five occasions 
mast cells in almost tumor-like appearance 
were found in the cutis, 

Investigations are now proceeding to see 
if a similar disturbance of blood coagulation 
in the skin is encountered in other cases of 
urticaria pigmentosa. 


No visceral bleeding was disclosed in the 
patient, except occult blood in the stool on 
one occasion, but this finding was not con- 
firmed by subsequent examinations. The 
severe anemia which failed to respond to 
therapy was apparently caused by the in- 
vasion by large numbers of tissue mast cells 
into the bone marrow. 


The occurrence of mast cells in human 
bone marrow is regarded as rare. Fadem,”* 
studying 2800 preparations of normal and 
diseased human marrow, found in only seven 
cases an increase of mast cells from 0.6% 
to 7.1% of the cellular elements. On the 
other hand, Williams *® and Johnstone,*® on 
the basis of experience with sternal punc- 
tures in 325 and 230 patients respectively, 
believe that tissue mast cells are not such a 
rare finding in the marrow. Since this 
method of examination was introduced, 
there have appeared only a few reports on 
myelograms in urticaria pigmentosa. Pascher 
and associates ** recently reported on the re- 
sults of myelograms in 84 cases of various 
dermatoses, and urticaria pigmentosa was 
not among them. It is noteworthy that 
Ellis? could not find mast cells in a sternal 
puncture which was performed two months 
before death, while at the autopsy there were 
from 50 to 60 tissue mast cells per oil im- 
mersion field. In the case of Sagher and 
co-workers *? the myelogram was normal, 
and in the case of Degos and co-workers * 
the sternal puncture revealed 6% to 7% 
tissue mast cells. There was only a moderate 
anemia. 

Hepatomegaly and splenomegaly consti- 
tuted further evidence of systemic involve- 
ment in our patient. A causal relationship 
between urticaria pigmentosa and liver dam- 
age was emphasized by Darier** and 
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Schweig.t In the case of Sagher and his 
associates the liver was palpable 3 finger- 
breadths below the costal margin. Hepatic 
and splenic enlargement was noted in two 
cases of Degos and co-workers,§ in one of 
whom the spleen puncture revealed 70% 
mast cells. Bluefarb and Salk’s * patient 
suffered from splenomegaly and gastroin- 
testinal troubles of many years’ duration; 
Canizares’** patient complained of gastric 
disturbances. My patient suffered from re- 
current attacks of diarrhea, which had no ap- 
parent cause. 

Loss of weight, and severe cachexia with 
marked and persistent weakness and fatigue 
were other prominent clinical features. Itch- 
ing was absent at first. As the disease pro- 
gressed, it became evident, usually moderate 
and at times severe. Degos ** recently em- 
phasized the importance of generalized pruri- 
tus in urticaria pigmentosa. 

In 1952, Sagher, Cohen, and Schorr * 
first described roentgenologic bone changes 
in urticaria pigmentosa. “There was a gen- 
eralized cystic osteoporosis of the ribs with 
a thickening of the bone trabeculae. In the 
skull there was a stippling of the bone struc- 
ture and a thickening of the skull tables. The 
pelvic bones and lumbar vertebrae showed 
a generalized mild sclerosis.” Shortly after- 
wards similar alterations were confirmed by 
Clyman and Rein * in one out of eight stud- 
ied roentgenographically, and by Grupper || 
in three (one child and two adults) among 
nine cases. Bone changes were also noted 
in the case of Bluefarb and Salk.** No os- 
seous changes were found on repeated x-ray 
examinations in my patient. 

The lack of adenopathy in our case is sur- 
prising because it is considered a rather com- 





t Schweig, J., in discussion on Tolmach, J. A.: 
Urticaria Pigmentosa, Arch. Dermat. & Syph. 54: 
479 (Oct.) 1946. 

§ References 24 and 34. 

|| Grupper, C., in discussion on Sobel, N.: Urti- 
caria Pigmentosa, A. M. A. Arch. Dermat. & Syph. 
69:109 (Jan.) 1954; and on Degos, R.; Delort, 
J., and Hewitt, S.: Réticulose mastocytaire, Bull. 
Soc. franc. dermat. et syph. 61:98 (March-April) 
1954. 
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mon finding in urticaria pigmentosa. For 
this reason Graham Little ** had already sug- 
gested that urticaria pigmentosa was a gen- 
eralized blood disease. Jeanselme 
Touraine first noted hematologic changes in 
urticaria pigmentosa, and in 1933 Touraine 
and associates *® expanded the theory that 
urticaria pigmentosa was a pseudoleukemia. 
More recently the French school, including 
Touraine,{ consider urticaria pigmentosa as 
a reticuloendothelial disease and call it sim- 
ply réticulose 4 mastocytes. 


The name is, of course, not important. It 
is, however, essential that urticaria pigmen- 
tosa should be regarded as a systematic dis- 
order. This is especially true in the acquired 
adult type. On the other hand, it was just 
in the juvenile type that Ellis disclosed mast 
cells in almost all viscera. 


SUMMARY 


The recent investigations concerning the 
relationship between mast cell function and 
heparin production are briefly reviewed, and 
their significance in the pathogenesis of urti- 
caria pigmentosa is stressed. 

An unusual case of urticaria pigmentosa 
is reported which affected a man aged 71. 
It started with a small number of asympto- 
matic lesions which remained for a time 
stationary and then gradually progressed 
and became generalized. The eruption con- 
sisted of innumerable pea-sized, mostly dis- 
crete, but partly also coalesced macules, 
scarcely raised papules, and nodules with 
smooth and occasionally verrucous surfaces. 
Pigmentation or even hyperpigmentation 
was not prominent, the color range including 
red, faint brown, copper brown, and whitish. 
The lesions of the similarly involved oro- 
pharynx and nasal cavity were of whitish- 
gray color. 

Histologically there was a dense pure 
mast-cell infiltration which occupied most 
of the cutis, especially the upper half. 

The patient showed a definite cutaneous 
hemorrhagic tendency, characterized by oc- 





{{ Touraine, A.: Personal communication to the 
author. 
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URTICARIA PIGMENTOSA AS SYSTEMIC DISEASE 


currence of a number of hemorrhagic spots 
located chiefly on the dorsal aspects of the 
hands and arms, the appearance of petechiae 
after ultraviolet lamp irradiation, and bleed- 
ing drops following slight injuries such as 
scratching with the fingernail. 

The blood obtained by expression from 
the injured lesions showed, on examination 
for heparin-like substances, marked inhibi- 
tion of the coagulation mechanism, which 
was caused apparently by the release of hep- 
arin from the numerous mast cells. 


There was marked enlargement of the 
liver and spleen. Puncture of these organs 
did not disclose mast cells. 

There was an associated severe and pro- 
gressive macrocytic and normochromic 
anemia, with leucopenia and thrombopenia. 
Sternal and iliac puncture on several occa- 
sions revealed a considerable number of tis- 
sue mast cells in the bone marrow. 

The view is expressed that urticaria pig- 
mentosa is a systemic disease. 
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ADDENDUM 


On April 10, 1955, the patient died and an 
autopsy was performed by Dr. M. Loewen- 
thal. Mast cells were found in the liver, 
spleen, and other organs. A detailed report 
will follow later. 
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Congenital oma 


WILFRED E. WOOLDRIDGE, M.D., Springfield, Mo. 
INIA 


Congenital anomalies of the genitourinary 
system are varied and frequent. While much 
attention has been given to these conditions, 
the particular ones affecting the median 
raphe have gone almost unreported. 

The anomalies which do occur in the me- 
dian raphe are two: (1) cysts, which may 
have either stratified or columnar epithelial 
linings, and (2) ectodermal canals involving 
part or all of the raphe. 

Especially have these conditions received 
scant attention in the American literature. 
We have been able to find only two such 
articles * published in this country since 
1936. 


Case 1.—L. M., 36-year-old white man, was seen 
by me, together with Dr. W. Roland Langston. His 
complaints were of an erythematous, extremely 
pruritic thickening which extended along the scrotal 
raphe and which measured 15 mm. in width. This 
was of two years’ duration. There was no history 
of gonorrhea and no obvious infection in the lesion. 

Topical medication was of no benefit. A small 
amount of superficial x-ray, given while the testicles 
were retracted into the inguinal canals, gave brief 
symptomatic improvement. 

An excision was made of a strip of scrotal skin 
containing the median raphe. This revealed an in- 
flammatory thickening in the midline but no rem- 
nants of a canal. There were several small cysts 
2-4 mm. in diameter, some of which were close to 
the midline but many of which were 5-10 mm. to 
either side (Fig. 14). These cysts were identical as 
to type and were lined with stratified squamous 
epithelium. 

During the year following the first surgery the 
patient developed a few additional raphial cysts 
anterior to the previously excised region. Itching 
was again severe. These cysts involved a small sec- 
tion of the penile raphe. Also, over the perineal 
raphe, a slight but definite cord-like thickening de- 
veloped, in which were several tender nodules. 


* References 1 and 5. 


of the Wedian Kaphe 


At that time the patient was seen in consultation 
by Dr. John H. Lamb, who concurred in the diag- 
nosis of both congenital cysts and raphe sinuses. 

An attempt was made to probe the perineal raphe 
for a patent ectodermal canal, but this was not suc- 
cessful. Again an excision was performed. Histo- 
logical study showed several cysts similar to those 
previously removed. In addition, in one section, 
squamous epithelium was found to extend deeply to 
partially line a sinus tract opening (Fig. 1B). Both 
acute and chronic inflammatory cells and foreign- 
body giant cells were present. A few epithelial 
nests were seen, which were presumed to be rem- 
nants of the tract. 

Following the second excision the patient re- 
mained free of lesions and was asymptomatic. 


Case 2.—F. H., 38-year-old white man, was seen 
by me, together with Dr. A. Denton Vail. For sev- 
eral years along the entire course of the scrotal 
raphe the patient had recurrent tender swellings 
with purulent drainage. For four months prior to 


examination a single draining lesion had been pres- 
ent in the midline of the scrotum (Fig. 24). There 
was no history of gonorrheal infection. 


At operation a probe, introduced into this cyst, 
could be extended posteriorly along the raphe for 
a distance of 6 cm. (Figs. 2B and 2C). This tract 
was incised throughout its length (Fig. 2D) and then 
dissected out. Histological examination revealed 
scattered remnants of stratified squamous cells. 
Most of the epithelial lining had been replaced by 
granulation tissue. 

Case 3.—E. L., 26-year-old white man. For two 
months this patient had a tender nodule in the mid- 
line of the posterior scrotal wall. Tenderness was 
moderate. The lesion had not drained. There was 
no history of gonorrheal infection. 

Palpation revealed a fluctuant lesion, 2 cm. in 
diameter, with a cord-like thickening extending 
posteriorly along the raphe for 2-5 cm. (Fig. 3). 
There were no other lesions. 

At operation the fluctuant area was incised and 
drained. Through this incision a probe could be 
inserted into the thickened portion of the raphe. 
This was opened along its length with the cutting 
current, and the entire tract lining was coagulated, 
as suggested by Lamb.5 

Histological examination of a section of the tract 
lining showed only granulation tissue. 


713 





F “punoy 919M S]Jeo [eyeyzids 


‘dd e4n3iq ut se paonposjur aqoid jo yyS3uay SuimoysS— (Zz asey) Jz ‘“BIy 
*A[JO1Jajsod Surpus}xe pue vole 
yuenjony Y8no1y} peonposjur aq pjnod aqoid soueysip SurmoysS—(z ese) gz “314 


*]JWM [eJOINS IJOLJa}sod Jo suT[prut UT UOTSIT 
quenjony peydunp 41M J9y}290} ‘aydes uerpaut ay} jo Suruayo1y L— (Z 9s®)) FZ “BI e | 


*S’¢ X ‘yeues yeultsepo}se 
ue jo jueUWaI © 3q 0} }YSNOY} st YsTYyYM 
‘sulewiat umntjayzide snowenbs poayiyesjs 
Baie BuO UT ‘ayde1 UeIPaUl jo dzIs je UOTIOe 
-31 AJOJEWMIUeYUI SUIMOYS ULYS [eoutIed jo 
UOT}IVS BSJOASUBIT—(]T ase) Gg] ‘By 


"Sg X “Beur wo1y %g jnoqe psonp 
-2y ‘wnyeyjides snowenbs payneys 4M 
peut] a1aM S}sAd sy] “Opis Jay} uO s}sfo 
Jewsepida ym syder uelpout ur Sutuayotyy 
Asoyewweyur surmoys urys yejos9s jo 
UOT}IIS IsJOASURIT—'([ ase) PI “BI 





epithelial cells were found. 














MEDIAN RAPHE ANOMALIES 


Smears and a culture of the pus from the fluctu- 
cant area failed to reveal gonococci. 


EMBRYOLOGY 


Curiously, these conditions receive little 
attention even in genitourinary textbooks. 
It is generally agreed that both the canals 
and the cysts arise from faulty development 
of the external genitalia. However, there 
are two views as to formation: (1) that 
epithelial rests remain following improper 
closure of the genital folds and (2) that 
the genital folds close normally, but that 





Fig. 3 (Case 3).—Showing fluctuant lesion in 
midline of posterior scrotal wall. 


anomalies are formed from outgrowing en- 
toderm and ectoderm after closure. 

The terminal portion of the urethra is 
lined with ectodermal cells. These are 
thought to be derived from an ingrowing 
cord from the surface of the glans penis. In 
its distal portion the urethra would thus 
be lined with stratified squamous cells. The 
proximal lining is entodermal in origin, co- 
lumnar in character, and derived from the 
urogenital sinus. 


If these explanations are true, an under- 
standing of the different linings of various 





cysts, as reported by Neff,* and Gougerot 
and associates,? becomes simpler. The latter 
article was not available but was cited by 
Neff.1. While the cysts may have either 
stratified or columnar linings, the canals ap- 
pear to have stratified squamous linings ex- 
clusively.® 

Another embryologic explanation, which 
may account for some cysts, has been ad- 
vanced by Johnson.* From his study of an 
88 mm. human embryo he was able to dem- 
onstrate cysts already entirely separate, but 
obviously derived from the urethra. 


DIAGNOSIS 


The presence of an indurated cord along 
the line of the median raphe should imme- 
diately suggest the proper diagnosis. This 
is easily confirmed by a biopsy unless infec- 
tion has destroyed the lining of the canal. 
Such a state had almost obtained in our sec- 
ond case. In our third case and in the first 
case of Neff, the epithelial linings were 
completely replaced by granulation tissue. If 
a canal exists, a probe may be introduced, 
as was possible in two of our cases and in 
those of others. 

Typical cysts suggest the proper diagnosis 
because of being along the midline. When 
only cysts are present confirmation by biopsy 
is a necessity. There is little need of con- 
fusing these with sebaceous cysts. Common 
pyogenic infections as well as specific vene- 
real and acid-fast infections must be con- 
sidered. 

Other congenital abnormalities such as 
blind-ending canals opening onto the penile 
surface must be differentiated. These are dis- 
cussed in Lowsly and Kirwin.* Rarely one 
may encounter a pilonidal cyst on the peri- 
neum,® but the fact that these contain hair 
should differentiate them. 


TREATMENT 


In the case of a patent ectodermal canal 
treatment is easily accomplished by either 
surgical excision or by incision and thorough 
destruction. In our first and second cases 
healing following primary closure, with 
the help of antibiotics, was uneventful. In 
715 





A. M. A. ARCHIVES OF DERMATOLOGY 


our third case, as in that of Lamb,® exposure 
of the tract with the cutting current fol- 
lowed by electrocoagulation resulted in heal- 
ing just as satisfactory. 

In the usual patient treatment of cysts 
could be carried out either by incision or by 
excision. However, our first case presented 
special problems because of the appearance 
of new lesions away from the midline and 
at different times. 


COMMENT 


In spite of the little attention given to 
these conditions, it seems probable that ab- 
normalities of the median raphe are not rare. 
Cysts are probably much more frequent than 
are the median raphe canals and, as a mat- 
ter of fact, are probably much more frequent 
than the few published articles would indi- 
cate. In our own practice three such pa- 
tients were seen in two years. Gougerot ” 
observed 11 cases in an 18-month period, and 
Rupel ¢ saw 6 additional cases between his 
1924 and 1933 reports. 

In the various reports there are many 
notes of gonorrheal infection, either at the 
time or antedating the cysts and canals. One 
of Rupel’s patients * continued with an active 
gonorrheal infection in a cyst of the raphe 
even though his urethral infection was cured. 
Therefore, one can not minimize the possi- 
bility of gonorrhea in the patients presenting 
these lesions. Treatment should not only be 
directed at the obvious lesions but should 
accompany a thorough examination of the 
genitourinary tract. 





+ References 7 and 8. 
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In the usual examination of the genitals. 
the median raphe gets little attention. With 
the possibility of cysts and canals of the 
raphe kept in mind it is likely that many 
of these lesions would be discovered. 


SUMMARY 


Three cases of congenital abnormalities. 
of the median raphe are reported; the em- 
bryological basis for the formation of these 
structures is discussed, and the differential 
diagnosis and treatment of these lesions is 
briefly covered. 

John Frerichs, M.D., San Francisco, supplied the 
photomicrographs. 
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Bullous Ubticari 


Summary of Literature and Report of Two Cases 


W. A. DEWAR, M.C., M.D. 
and 
J. A. MILNE, M.B., M.R.C.P. (London), Glasgow 


QUT 


While macular, maculonodular, and nodu- 
lar forms of urticaria pigmentosa are well 
recognized, the occurrence of vesicular and 
bullous lesions in this disease is regarded 
as a rarity (Unna, 1896; Pusey, 1907; Stel- 
wagon, 1918; Macleod, 1920; Ormsby and 


Montgomery, 1948). But it is possible that. 


vesicular and bullous lesions in urticaria 
pigmentosa may be commoner than has 
hitherto been supposed, since cases will un- 
doubtedly have been recognized but not re- 
ported in the literature and also since purely 
bullous forms of the disease may well escape 
recognition when biopsy has not been per- 
formed or even perhaps when metachromatic 
staining methods have been omitted. 





From the Department of Dermatology, Stobhill 
General Hospital, and the Department of Pathol- 
ogy, the University of Glasgow. 


tqmentosa 


Little (1905-1906), reviewing the litera- 
ture since the first description of urticaria 
pigmentosa by Nettleship (1869), noted four 
cases in which bullous lesions had been pres- 
ent. Finnerud (1923), discussing cases of 
urticaria pigmentosa which had been reported 
since 1906, found eight instances in which 
vesicles or bullae were described. In the 
literature available to us, we have found a 
further 16 cases as shown in the Table. 


REPORT OF CASES 


Two cases of urticaria pigmentosa, one 
of maculopapular and vesicular type and the 
other of a purely bullous form, have come to 
our notice and are reported below. 


Case 1.—A. Y., a boy aged 5 years, was admitted 
to hospital in June, 1950, with a history of “heat 
spots.” 

History.—Scattered “heat spots” were first noted 
on the scalp and on the trunk when the child was 
2% months old. The lesions became brown later. 
About 14 days before admission to hospital “blis- 
ters’’ were noticed to have formed on some of the 
lesions. Pruritus was not a marked feature. 

Previous History: Rubella and whooping cough. 
Successfully vaccinated at age of 3 months. Im- 
munized against diphtheria. 
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Author 
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Carrera and Seoane (1945)............ 0... e cece eee eeee 
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Gougerot and Lotte (1928).................c cece eee eee 
PAID: CAM i's Ba bic pil Sk vedeisscaswk saves hes sevens 
PEN WE BE COUNT ici hcc¥ cs sends busdavigioel secheve 
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Lipschutz and Shaffer (1951)............... 0. .2ceeeeee 
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PUNE CLOUD ds io he 65 ik» or ooh eee eu Cadecikoubekaye 
Scott and Lewis (1952)........... cc cece ce cee ee snesece 


Age at 


Onset Type 
2 wk. Macules and bullae 
Adult Vesicles on papules 
Few days Maculonodular, vesicular, and bullous 
2 mo. Bullous and lichen planus-like lesions 
2 mo. Maculopapular and vesicular 
7 wk. Maculonodular, vesicular, and bullous 
(serous and hemorrhagic) 
4mo. Maculonodular and vesicular 
Birth Maculopapular, nodular, and bullous 
2mo. Maculopapular, vesicular, and bullous 
Few days Vesicular and bullous 
16 mo. Vesicles on papules 
1 mo. Solitary lesion with bullous reaction on 
four occasions 
4 mo. Bullae only 
2% mo Macules, nodules and bullae 
14 days Maculonodular, vesicular and bullous 
Birth Maculonodular and bullous 





717 








A. M. A. ARCHIVES OF DERMATOLOGY 





Fig. 1. (Case 1).—Urticaria pigmentosa. Macu- 
lopapular and vascular lesions. 


Family History: Father, mother, and sister well. 
No parental consanguinity. 

Examination (June, 1950)—Numerous, slightly 
elevated papular lesions, pea-sized and of yellow- 
brown color, were present on the face, trunk, and 
limbs. Several lesions showed superficial crusting, 
and a few papules were each capped by a small 
vesicle (Fig. 1). On rubbing the lesions, wheal 
formation, while present, was not marked. Moder- 
ate shotty enlargement of glands was present in 
axillae and groins. Apart from signs of chronic 
bronchitis, no other abnormalities were found on 
clinical examination. 

Investigations Hematology: Hb. 95% (Sahli) ; 
RBC. 4,200,000; WBC. 6,600,000: polymorphonu- 
clears 67%, eosinophiles 3%, lymphocytes 27%, 
monocytes 3%. Repeated differential WBC. showed 
no marked eosinophilia. Blood cholesterol 240 mg. 
per 100 cc. Glucose tolerance test normal. W. R. 
negative. Bleeding time 3% minutes (Duke's 
method). Prothrombin time 16% seconds, control 
17 seconds; 20 seconds, control 19%4 seconds; 17 
seconds, control 18 seconds (Quick’s one-stage 
method). 

Skiagrams: Bronchitic changes were present in 
the lungs and the maxillary antra showed infection. 

Histology.—The histological picture is that of 
urticaria pigmentosa with the addition of a small 
subepidermal vesicle containing mast cells and 
polymorphonuclear leucocytes. The epidermis is of 
normal thickness. The basal layer shows a marked 
increase in melanin content. Situated just below 
the epidermis, but separated from it by a band of 
normal collagen, is a dense collection of mast cells, 
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which extends down to just above the subcutaneous 
tissue (Fig. 2). 

Further Investigations—Repeated injections of 
500 units of hyaluronidase (Hyalase, Benger) into: 
an elevated lesion, produced’ no substantial altera- 
tion in color or appearance of the lesion. Histamine,. 
0.1 mg., injected into an area of normal skin pro- 
duced an immediate wheal 1 cm. in diameter. This. 
persisted for one hour and then: gradually : faded. 
Twenty-four hours later, a very faint circular area, 
1 cm. in diameter, and slightly paler than the 
surrounding normal skin, was just visible. Heparin, 
500 units, was injected into an area of normal skin. 
An immediate erythematous blush appeared, ex- 
tending to several inches in diameter. This faded: 
within an hour and left a small infiltrated area 
2 cm. in diameter and purplish in hue. This papule 
gradually resolved over six days, changing color 
through blue to green and then Lrown. Histamine 
and heparin injected into a normal child did not 
produce any unusual immediate or late reactions. 

Case 2.—R. H., a boy aged 4 months, was 
adrhitted to hospital in June, 1951, because of re- 
curring convulsions. 

History.—When the child was 3 months of age, 
the mother noticed for the first time several large 
blisters on the trunk and limbs. 


Fig. 2 (Case 1).—Urticaria pigmentosa. A small 
subepidermal vesicle containing mast cells and 
polymorphonuclear leucocytes is present. Hematox- 
ylin and eosin; x 95. 


bat 

















UM 
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Fig. 3 (Case 2).—Urticaria pigmentosa. Bullous 
lesions. 


Previous History: The child had a normal, full- 
time spontaneous delivery, the birth weight being 
11 lb. 2 oz. (5.12 kg.). Cyanosis was present 
during the first day and slight jaundice there- 
after for a few days. The infant was well until 
the age of 2 months, when “convulsions” began to 
occur. During these attacks the child became cya- 
nosed, but no twitchings were noticed. Vaccination 
and immunization had not been carried out. 

Family History: The father, mother, and one 
sister were well. There was no parental con- 
sanguinity and no family history of allergic ill- 
nesses. 


Examination (June, 1951).—A moderate, gen- 
eral, uniform pigmentation was present, and the 
skin was slightly edematous so that skin creases 
were accentuated. The skin was further altered 
by the presence of numerous tiny vesicular lesions, 
which were palpable rather than visible, and which 
imparted a certain roughness to the skin texture. 
In addition, scattered over the scalp, face, trunk, 
and limbs were many thin-walled, tense, superficial 
bullae, which varied in size from that of a pea to 
that of a bean (Fig. 3). The majority of those 
lesions contained clear-colored fluid, but several 
were hemorrhagic in character. A number of the 
bullae were ruptured and had given rise to hemor- 





rhagic crusted areas. No lesions were noted on 
the palms or soles, and no papules or nodes were 
present. Factitious urticaria was easily elicited, and 
bullous lesions rapidly formed in a few hours on the 
site of the trauma. Sharply circumscribed, gyrate 
patches, resembling lingua geographica, were pres- 
ent on the dorsal surface of the tongue. A moderate 
enlargement of the lymph glands in the neck, 
axillae, and groins was noted. Systemic examina- 
tion revealed no other abnormalities. 

Investigations —W. R. negative. Hb. 80% 
(Sahli), RBC. 4,030,000, WBC. 7,600, polymorpho- 
nuclears 48%, eosinophiles 4%, lymphocytes 44%, 
monocytes 4%. Repeated examinations showed no 
abnormal findings. Serum calcium 9.9 mg. per 
100 cc., serum cholesterol 126 mg. per 100 cc.; 
serum sodium 145 m.Eq./1.; plasma chlorides 106 
m.Eq./1.; fasting blood sugar 86 mg. per 100 cc. 
Bleeding time 3 minutes (Duke’s method). Pro- 
thrombin time 17% seconds, control 18 seconds; 
16% seconds, control 16 seconds (Quick’s one-stage 
method). Culture of vesicle fluid: mixed growth of 
micrococci and Staphylococcus albus. 

Skiagrams: Chest and skeleton showed no ab- 
normality. 

Histology—A_ section of skin shows massive 
infiltration with mast cells in the corium. A small 
subepidermal bulla containing eosinophile leuco- 
cytes is present. Section of an inguinal lymph node 
shows the peripheral sinuses and medullary sinuses 
to be filled with mast cells (Fig. 4). 

Further Investigations——Histamine, 0.1 mg., in- 
jected intradermally, produced an immediate wheal 
1 cm. in diameter. This faded after one hour. 
Heparin, 500 units, injected intradermally, did not 
produce any marked immediate or late reaction. 
Histamine, 0.3 mg., produced a larger wheal which 
soon faded. Histamine, 0.3 mg., plus heparin, 500 
units, injected together, resulted in a small papule 
which disappeared in 24 hours. Histamine, 0.3 mg., 
plus heparin, 500 units, injected together into a 
normal child aged 3 years, produced an immediate 
wheal which soon faded. Histamine content of skin: 
3787 per gram of skin. 


Fig. 4 (Case 2).—Urticaria pigmentosa. Inguinal 
lymph node showing peripheral and medullary 
sinuses filled with mast cells. Hematoxylin and 
eosin; reduced about 45% from mag. x 250. 
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Progress—The child has been observed daily 
during the past 30 months, and new lesions have 
continued to appear. No papules or nodules have 
developed apart from small keloidal scars at the 
sites of biopsy. No discrete areas of pigmentation 
have appeared. Repeated attacks of dyspnea with 
cyanosis have occurred and have coincided with 
fresh outcrops of new vesicles and bullae. Pre- 
ceding those exacerbations, pruritus usually has 
been severe. During the past few months sponta- 
neous outcropping of fresh lesions has been much 
less evident, although all treatment has been dis- 
continued. 


Treatment—Ephedrine and _  n-dimethylamino- 
propyl phenothiazine (elixir Phenergan) were of 
some value in controlling the attacks of dyspnea. 
The impression has been gained that, while the 
development of bullous lesions has not been pre- 
vented by administration of antihistamines, the 
number of new lesions has been less while anti- 
histamines were exhibited. Arsenic, sulfapyridine, 
aud chlortetracycline (Aureomycin) have had no 
efiect whatsoever on the disease. 


COMMENT 


The transient vesicular appearances noted 
in Case 1 are probably not uncommon in 
association with papular or nodular types of 
urticaria pigmentosa, but in Case 2 the large 
tense bullae which were not associated with 
other lesions presented a picture more in 
keeping with a diagnosis of bullous urticaria 
than of urticaria pigmentosa. The only simi- 
lar case which has beeen described previously 
is that of Stiihmer (1939). In the latter case 
and in the one described above factitious 
urticaria was-marked and indeed trauma 
produced large bullous lesions as well as 
urticarial wheals. Riley (1952) and Riley 
and West (1952 and 1953) have shown that 
histamine probably arises from the tissue 
mast cells. Saunders and Miller (1948) sug- 
gested that the traumatic liberation of hista- 
mine or histamine-like substances is probably 
largely responsible for the urtication in urti- 
caria pigmentosa, since this is inhibited by 
high concentrations of antihistamines. The 
great amount of histamine, almost 20 times 
normal, which has been found in the skin of 
our second case, is in keeping with this sug- 
gestion, and it would appear that toxic doses 
of antihistamines might be required to sup- 
press urticating and bullous lesions in urtica- 
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ria pigmentosa. The absence of bullous reac- 
tion to the injection of 0.1 mg. of histamine 
intradermally in the present cases indicates 
that abnormal sensitivity to histamine was 
not present. In Case 2, 1 gm. of skin con- 
tained 0.378 mg. of histamine, and it must 
be assumed either that traumatic liberation 
of significant amounts of histamine did not 
occur from needle puncture or that histamine 
alone is not the cause of bullous lesions in 
urticaria pigmentosa. The former supposition 
is at least a possible one since the trauma 
produced by needle puncture is of a very 
different quality and extent from that which 
results from inducing factitious urticaria. 
Nevertheless, absence of a bullous reaction 
to the injection of 0.3 mg. of histamine in 
Case 2 may be significant, and it would ap- 
pear that histamine release alone is not the 
whole explanation of the skin manifestations 
in urticaria pigmentosa. 

The role played by heparin is obscure. 
Drennan (1951) showed that the mast cells 
in urticaria pigmentosa contained heparin 
monosulfate which was rapidly lost after 
stimulation and suggested that local tissue 
edema provides the stimulus for mast cell 
secretion. In Case 1 the injection of heparin 
resulted in a small infiltrated area which 
became pigmented before it gradually re- 
solved, while in Case 2 heparin and histamine 
alone showed no marked reaction but in 
combination produced a small papular lesion. 
The fallacies inherent in “intradermal” in- 
jections are well known and are increased 
when the subjects are children. Heparin is 
closely related to hyaluronic acid, the basic 
“ground substance” of tissue. It is tempting 
to postulate that in urticaria pigmentosa some 
factor causes inhibition of the enzyme hy- 
aluronidase, with resulting increase of hya- 
luronic acid, which becomes converted into 
the heparin of the mast cells. Thereafter, 
this may be released as a result of tissue 
edema promoted by excess of histamine. 

It has been suggested that urticaria pig- 
mentosa is a systemic disease. Staemmler, 
cited by Samachowsky (1933), found mast 
cells in all parenchymatous organs, and Ellis 
(1949) found an abnormal increase in mast 
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cells in liver, lungs, spleen, thymus, bone 
marrow, kidney, pancreas, and lymph nodes 
in a case of urticaria pigmentosa. Hudelo and 
associates (1927) and Touraine and his co- 
workers (1933) considered the condition to 
be a pseudoleukemia. Bloom (1942). de- 
scribed “mastocytomata” in dogs. In Case 
2, reported above, an increase in mast cells 
was found in the lymph gland which was 
examined, and we are in agreement with 
the conception of the disease as a systemic 
one. The lesions noted on the tongue in Case 
2 were not subjected to biopsy, but may have 
contained mast cells. Little (1905) noted 
small, brown-yellow, slightly raised patches 
on the mucous membrane of the mouth, and 
Samachowsky (1933) described scattered 
grayish lentil-sized lesions on the mucous 
membranes of the cheeks and lower lip in 
which mast cells were present. 

It seems probable that a basic congenital 
mast cell dysgenesis may be present, but 
further studies of lymph nodes, bone mar- 
row, heparin, histamine, and hyaluronic acid 
are necessary in this disease. 


SUMMARY 


The literature regarding vesicular and 
bullous forms of urticaria pigmentosa is sum- 
marized. 

Two cases of urticaria pigmentosa, one 
with papulovesicular lesions and the other 
with bullous lesions only, are described, and 
the possible significance of the results of cer- 
tain special investigations is discussed. 

Miss Rosemary Cass, of the Department of 
Pharmacology and Therapeutics, Medical School 
Dundee, carried out a histamine assay of a spec- 
imen of skin from Case 2 on the atropinized 
guinea pig ileum preparation. 

Dr. A. Girdwood Fergusson and Prof. D. F. 
Cappell gave helpful advice. 
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Mcrosporum-Gypseum-tike EE 
in icrosporum Abriidorint 


CLAIRE L. TASCHDJIAN, B.S., Brooklyn 
and 
EMANUEL MUSKATBLIT, M.D., New York 


MINNA 


Proper identification of a pathogenic fun- 
gus isolated from a case of ringworm of 
the scalp is of practical importance. Certain 
species of fungi cause infections which com- 
monly resist manual epilation and external 
medication. In such cases epilation by means 
of roentgen rays is the fastest and surest 
method of treatment. 

The modern classification of the ringworm 
fungi is not based on their clinical manifesta- 
tions, nor on their morphology in the lesions, 
but exclusively on the gross and microscopic 
characteristics of their cultures. Of all the 
microscopic structures formed by these fungi 
in cultures only the large spindle-shaped 
macroconidia, or fuseaux, are constant 
enough in their morphologic characteristics 
to form a valid basis for classification. In 
accordance with the type of fuseaux they 
form, three genera of dermatophytes are 
recognized, namely, Trichophyton, Micro- 
sporum, and Epidermophyton. 

Ringworm of the scalp in the United 
States is, in the majority of cases, caused 
by the fungi of the genus Microsporum, 
which contains three species: M. audouini, 
M. canis (lanosum), and M. gypseum (ful- 
vum). The three species differ in the number 





From the Department of Dermatology and 
Syphilology, New York University Post-Graduate 
Medical School (Dr. Marion B. Sulzberger, Chair- 
man) and the Skin and Cancer Unit of New York 
University Hospital. 
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and the detailed structure of the fuseaux 
they produce on Sabouraud’s agar. In M. 
audouini fuseaux are rarely found. M. canis 
and M. gypseum form them in abundance. 
M. audouini and M. canis produce the same 
type of fuseaux. They are 80y-100p long, 
spindle-shaped, thick-walled, and have 8 to 
12 or more septa. In M. gypseum the fuseaux 
are shorter, 50u-60 ellipsoid rather than 
fusiform in shape, with a blunt distal end, 
thin-walled, and possess only 4 to 6 septa 
(Fig. +1). 

Grossly, cultures of M. gypseum are easily 
identified by their distinctive cinnamon- 
brown color and granular texture. Differen- 
tiation of M. audouini from M. canis, may, 
on the other hand, present certain difficulties, 
since both are white and downy. However, 
M. canis usually forms a characteristic yellow 
pigment which diffuses into the medium, and 
on microscopic examination a great number 
of typical fuseaux are found. 

While the usual problem is thus confined 
to distinguishing M. audouini from M. canis, 
we recently isolated a Microsporum which 
presented the typical gross morphology of 
M. audouini but produced fuseaux closely 
resembling those of M. gypseum (Fig. 2). 
They were few in number, and after two 
weeks they had disappeared. No fuseaux 
were found in subcultures from this colony, 
and none were present in three additional 
isolates from the same lesion. Transfers to 
rice medium yielded the brown discoloration 
typical of M. audouini. On the basis of these 
observations we identified the organism as 
M. audouini. 
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Fig. 1—Fuseaux of M. gypseum. 


This strain was isolated from the scalp 
of a 6-year-old boy. The lesion was situated 
in the right occipitoparietal region and ap- 
peared raised, infiltrated, erythematous, and 
crusted, without presenting the kerion type. 
The hairs were broken short and fluoresced 
green under Wood’s Light. The patient re- 
ceived roentgen epilation after the mycologic 
studies were completed. 


COMMENT 


We report this case because it illustrates 
the close biological relationship between the 
three species of the genus Microsporum. It is 
of interest that M. audouini is capable of pro- 
ducing fuseaux of both the M. canis and the 
M. gypseum type. There is no reason to con- 
sider our strain a mutant of M. audouini, 
since the atypical fuseaux were transitory in 
nature and were found in one colony only. 
This temporary deviation from the normal 
type can hardly be explained by the action of 
chemicals used for treatment of our patient 


M. GYPSEUM AND M. AUDOUINI—FUSEAUX 








prior to his admission to our clinic. If this 
were the case, such deviations would be ob- 
served much more frequently. 

A correlation. between the mycologic pe- 
culiarity described and the clinical picture 
presented by the patient is highly question- 
able. M. audouini is known occasionally to 
cause inflammatory lesions and even a typical 
kerion without yielding abnormal cultures in 
such cases. Our observations in that respect 
are borne out by Hare, who found no correla- 
tion between the ability of M. audouini 
strains to produce fuseaux and the clinical 
picture caused by these strains.* 


SUMMARY AND CONCLUSIONS 


A strain of Microsporum audouini is de- 
scribed which temporarily produced fuseaux 





* References 1 and 2. 


Fig. 2—Four fuseaux of M. gypseum type 
formed by the strain of M. audouini described in 
text. 
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of the type usually observed in M. gypseum. 
The cause of this deviation from the normal 
remains obscure. However, such variations 
should be taken into consideration, and cul- 
tures of Microsporum isolated from tinea 
capitis should be studied carefully by means 
of culture mounts and transfers to rice me- 
dium in order correctly to identify them with 
a view to prognosis and treatment. 


464 E. 105th St. (36) (Mrs. Taschdjian). 
55 W. 42d St. (Dr. Muskatblit). 
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SODIUM SULFACETAMIDE FOR SEBORRHEIC DERMATITIS 


STEPHEN T. WHELAN, M.D., Upper Darby, Pa. 
TANNA TLL 


The topical use of sodium sulfacetamide for 
seborrheic dermatitis has been favorably reported 
on by Duemling,1 who employed sodium sulfa- 
cetamide 2 both in an ointment base and as a soap. 

This study reports on the use of a cream type, 
greaseless lotion of 10% sodium sulfacetamide.* 


METHOD 


Conditions included in this study were seborrheic 
dermatitis of the scalp and of the glabrous skin, 
seborrheic overactivity, acne vulgaris, rosacea, and 
various pyodermas. 

Patients were given no medication other than 
sodium sulfacetamide lotion. Shampoo with Castile 
soap, at weekly intervals, was advised. The lotion 
was massaged into affected sites twice daily. The 
patients were examined and evaluated one week 
after the shampoo and two weeks after beginning the 
treatment. 

RESULTS 


Of 61 cases of seborrheic dermatitis of the scalp, 
54, or 88%, showed excellent or good improve- 
ment. The results in seborrheic dermatitis of the 
glabrous skin were encouraging, though less dra- 
matic than on the scalp. Here 30, or 66%, of 44 
cases responded satisfactorily. 

Acne vulgaris, rosacea, seborrheic overactivity, 
and the pyodermas when treated in a similar manner 





From the Department of Dermatology, Uni- 
versity of Pennsylvania Medical School. 

* Material (Sebizon lotion) and technical as- 
sistance for this study furnished by the Division of 
Clinical Research, Schering Corporation, Bloom- 
field, N. J. 
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with the lotion gave indefinite results. Of 26 cases. 
of seborrhea, only 8, or 30%, were notably benefited. 


COMMENT 


The most striking response to sodium sulfa- 
cetamide lotion was noted in the treatment of sebor- 
rheic dermatitis of the scalp. 

Patient acceptance was excellent. Many remarked 
on the relief of scalp itch shortly after starting 
treatment. In general clinical response paralleled 
subjective improvement. 

In seven patients, treatment with the lotion had 
to be discontinued because of burning, itching, 
stinging, or spread of the process. In no case was 
true contact dermatitis encountered. Patch tests 
were performed on three of the seven patients on 
whom therapy had to be discontinued. These were 
negative at 48 and 96 hours. 


SUMMARY 


A new form of sodium sulfacetamide, a cream type 
greaseless lotion, was investigated for its effective- 
ness on various dermatoses. The lotion produced 
very encouraging results when used in treating 
seborrheic dermatitis of the scalp and glabrous 
skin. In pyodermas and allied states, the results 
were less spectacular. The use of sodium sulfa- 
cetamide lotion was not attended with any true 
contact dermatitis. 
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St ey Epithelioma 
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UUIULILUIUYONULNAUUUOUUUUTUUOUUVUTVERATUUTOELUUAHTEULEGUERU EUAN 


There is no mention of sebaceous epitheli- 
oma as an entity in the American dermato- 
logical clinical textbooks. Lever includes it 
in his book “Histopathology of the Skin”? 
and discusses it in the only article on this 
subject in the American dermatological liter- 
ature. Sebaceous epithelioma has been re- 
ported several times in the European litera- 
ture.* It seems worth while to report two 
cases ¢ and review the histologic appearance 
of this tumor. 


REPORT OF CASES 


Case 1—A. G., a white girl 15 years old, pre- 
sented a 0.7 cm. by 0.5 cm. nodule between the 
eyebrows. It was hard, smooth, and pink, with a 
few dilated capillaries over the surface. It had 
appeared three years previously. The patient stated 
that the tumor had not recently enlarged or shown 
signs of regression. The clinical impression was 
keloid. 

Microscopically there were many irregularly 
shaped cell masses scattered throughout the upper 
dermis. Some of the cells in the masses were 
similar to the cells seen in basal-cell epitheliomas. 
The majority, however, were cells with large baso- 
philic nuclei surrounded by ill-defined fatty cyto- 
plasm. They were similar to sebaceous cells. No 
mitotic figures were seen. The epidermis was 
thinned and flattened over the tumor. No other 
changes were present in the epidermis. The col- 
lagen was replaced by the tumor, but there was no 
degeneration or destruction of the surrounding 
connective tissue. 


Case 2.—H. F., a white man 55 years old, pre- 
sented a smooth, firm yellow nodule, which was 
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* References 3 to 8. 
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gave permission for the report of these cases. 





0.9 cm. in diameter, slightly elevated; there were 


small blood vessels traversing the surface. The 
mass was freely movable and not attached to the 
underlying tissues. It was of two years’ duration. 
The clinical impression was sebaceous cyst. 

Microscopically there was a poorly defined mass 
of cells of various sizes and shapes. There were 
many cystic spaces, containing amorphous hyalin- 
like material. This material appeared foamy and 
in places vacuolated. There were two cell types; 
one was similar to that seen in the basal-cell epi- 
thelioma and the other was sebaceous in nature 
with fatty cytoplasm. Some of the cells had large 
nuclei with prominent nucleoli. The sebaceous type 
cells varied. Some had no distinct cellular mem- 
brane. Others had distinct cellular membranes and 
vacuolated foamy cytoplasm. The latter were 
similar to mature sebaceous cells. The overlying 
epidermis was atrophic. The tumor mass was not 
encapsulated. There were minimal degenerative 
changes in connective tissue evidenced by homog- 
enization and hyaline changes in the collagen. 
There was a moderate infiltrate of lymphocytes 
present around the tumor, but this infiltrate was 
not well defined. 


CLINICAL PICTURE 
In the cases herein reported and those in 
the literature,t this tumor appears clinically 


as a nonelevated or as an elevated nodular 
mass in the skin. None of the cases under- 


‘went ulceration or showed other tendencies 


t References 2 to 8. 


Fig. 1. (Case 1).—Photomicrograph of lesion. 
Irregularly shaped cell masses are seen scattered 
Reduced about % from 


throughout the dermis. 
mag. X 75. 

























Fig. 2 (Case 1).—High-power photomicrograph 
of Figure 1. Two cell types are seen: -one, cells 
with basophilic nuclei and little or no cytoplasm; 
the other, cells with more abundant foamy cyto- 
plasm. In the lower right corner, a more mature 
sebaceous type cell is seen. Reduced about 4 from 
mag. X 500. 





Fig. 3 (Case 2).—Photomicrograph of lesion. A 
poorly defined mass of cells of various types is seen. 
There are many cystic spaces containing vacuolated 
amorphous hyaline-like material. Reduced about %4_ 
from mag. X 50. 


Fig. 4 (Case 2).—High-power photomicrograph 
of Figure 3. Two cell types are seen: one, similar 
to that in basal-cell epithelioma, the other similar 
to sebaceous cells. Reduced about % from mag. 
x 500. 
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of active rapid growth. Only minimal changes 
were seen in the epidermis over the lesions 
such as telangiectasia or erythema. There are 
no particular clinical characteristics that 
might suggest the diagnosis. The lesions have 
been reported to be of from 6 months’ to 
20 years’ duration. Approximately 90% of 
the reported patients were over 50 years. 
of age. One of our patients was 15 years old,. 
which is the youngest patient reported. Prac- 
tically all the tumors have been located on the 
head and neck, but a few have been reported 
on the trunk and extremities. 











HISTOPATHOLOGY 






The histological criteria of this tumor are 
as follows: 








1. Poorly defined or irregularly shaped cell 
masses are scattered throughout the upper dermis. 





2. Some of the cells are the same type as those 
seen in the basal-cell epithelioma. Others are 
sebaceous in nature, showing fatty cytoplasm. 






3. Mature sebaceous cells may or may not be 
present. 





4. Cystic hyaline material such as seen in seba- 
ceous cyst may or may not be present. 

5. The cell types are well differentiated, and no 
mitotic figures are observed. 






The justification of sebaceous epithelioma 
as an entity is based on the fact that it is 
not sufficiently differentiated to be classified 
as a sebaceous adenoma, yet is more differ- 
entiated than either a basal-cell epithelioma 
or a sebaceous-gland carcinoma. 

Histologically, the sebaceous adenoma 
shows sharply demarcated lobules, consisting 
of the normal constituents of sebaceous 
glands, namely, generative basal type cells 
lining the periphery of the lobules and typical 
sebaceous cells with fatty cytoplasm, cen- 
trally. The proportion of generative cells may 
be increased, and transitional type cells are 
found. Cystic spaces with degenerative seba- 
ceous material may be found in the center of 
some lobules. It differs from normal seba- 
ceous glands in that the lobules are irregular 
in size and shape and are increased in size 
and number. There should be no confusion 
between this adenoma and sebaceous epitheli- 
oma, as the latter does not form the basic 


































SEBACEOUS EPITHELIOMA 


pattern of sebaceous glands with the pe- 
ripheral generative layer and the central 
foamy cells. 

At times, the sebaceous epithelioma may 
be confused with basal-cell epithelioma if the 
former shows only irregularly shaped cell 
masses of foamy cells with basophilic nuclei. 
The ordinary basal-cell epithelioma, however, 
is made up of variously sized and shaped 
masses of cells which have large deeply baso- 
philic nuclei with little cytoplasm. The cells 
are often poorly defined and appear to have 
no cellular membrane. The nuclei resemble 
those of the cells of the basal layer of the epi- 
dermis. There are no foamy sebaceous cells. 

Sebaceous epithelioma should be differ- 
entiated from sebaceous-gland carcinoma by 
the presence of numerous mitotic figures, 
tendency to pleomorphism, and the greater 
variation in size and shape of the cells in the 
latter. The cells also have a more eosinophilic 
cytoplasm and a lighter-staining nucleus 
than either the sebaceous epithelioma or the 
basal-cell epithelioma.§ 

A low-grade squamous-cell carcinoma may 
be confused with sebaceous epithelioma when 
the former shows masses of keratin material 
and large numbers of cells undergoing hy- 
dropic swelling so that they may be mistaken 
for sebaceous type cells with foamy cyto- 
plasm. The presence of prickles or inter- 
cellular bridges, however, differentiates this 
tumor from sebaceous epithelioma. 


CONCLUSION 


Sebaceous epithelioma is an uncommon 
tumor of the skin. Clinically, it appears as a 





§ References 1 and 9 to 11. 


nodule or plaque, which is not diagnostic. 
Histologically, it is characterized by the pres- 
ence of poorly defined or irregularly shaped 
cell masses scattered throughout the upper 
dermis; it consists of two types of cells, 
basal-epithelioma-like cells and sebaceous 
cells with foamy cytoplasm. Cystic hyaline 
material such as seen in sebaceous cyst may 
or may not be present. Histologically, the 
picture is diagnostic. 
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Celicbion of a Vew Thpical Anesthetic, 
Dyclonine Hydrochloride 


BEDFORD SHELMIRE, M.D., Dallas, Texas 

F. M. GASTINEAU, M.D., Indianapolis 

and 

THOMAS L. SHIELDS, M.D., Fort Worth, Texas 


OVNI EET 


The ideal topical anesthetic agent should 
have the following properties: (1) rapid 
onset of effect ; (2) high potency, comparable 
with that of cocaine; (3) low sensitizing po- 
tentiality ; (4) no irritation; (5) safety, even 
if absorbed; (6) no cross sensitivity with 
other local anesthetic agents. 

Since none of the presently available top- 
ical anesthetic preparations meet all of these 
requirements, the search for one more nearly 
ideal continues. We have engaged in the 
clinical evaluation of such preparations in the 
past and still hopefully examine additional 
new drugs recommended for topical applica- 
tion to relieve pain and itching. 

Recently a new and different chemical 
compound having local anesthetic properties 
was brought to our attention. This drug, 
dyclonine, has the formula: 4-n-butoxy-f- 
(1-piperidyl) propiophenone. It is of interest 
that this compound does not have the tradi- 
tional ester or amide linkage of local anes- 
thetic agents, but these are replaced by a 
carbon chain, one atom of which bears a ke- 
tone oxygen. 

Pharmacologic studies by Richards and 
associates * have revealed that dyclonine is a 
potent surface anesthetic agent when applied 
to the rabbit cornea. Of further note is the 
lack of parasympatholytic action found in 
compounds of similar structure, as well as 
its freedom from effect on the sympathetic 
nervous system. In view of the findings in 
experimental animals that the drug is toler- 
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ated well, acutely and chronically, without 
inducing demonstrable pathologic effects,* it 


was considered worth while to investigate its - 


local anesthetic effectiveness in a number of 
dermatologic entities. Clinical trial of dyclo- 
nine in Parkinsonism and cerebral palsy + 
resulted in no serious side-effects with intra- 
venous doses as large as 400 mg. and oral 
doses to a total of 1200 mg. per day. 


METHOD AND RESULTS 


Dyclonine was supplied for clinical trial in 
a 1% concentration in polyethylene glycol 
(Carbowax) and in a hypoallergic, nonionic 
vanishing cream base under the trade name, 
Dyclone.t It was immediately apparent that 
the latter form was more acceptable to the pa- 
tients, and so this was used, except for nine 
cases, throughout the observations here re- 
corded. 

Symptomatic relief afforded by dyclonine 
has been evaluated on office patients with 
various types of pruritic and painful lesions. 
The usual records of history and diagnosis 
were kept on each patient in addition to the 
amount of dyclonine dispensed and the direc- 
tions for use. The patient was requested to 
return for a check-up, but, as so frequently 
happens, especially with patients referred 
from out of the city, many did not come back 
and adequate check-ups were impossible to 
obtain. This report is based on only those 
patients seen once or oftener after a satis- 
factory trial of the new drug. No effort was 





* References 2 and 3. 


+ Case reports in Pitman-Moore clinical re- 
search files. 


¢ Registered Trade name, Pitman-Moore Com- 


pany. Indianapolis. 
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NEW TOPICAL ANESTHETIC 


made to select patients. The only criterion 
used was that pain and/or pruritus was a 
definite complaint and other topical medica- 
tion was not employed concurrently. 

Of the 200 patients with adequate follow- 
up, 113 (56.5%) were judged to have com- 
plete relief, 56 (28%) obtained good relief, 
and 31 (15.5%) had no benefit. Detailed 
breakdown of the cases is found in the accom- 
panying Table. Two patients developed in- 
creased erythema and pruritus after three 


Results Obtained with Dyclonine 








Degree of Relief 








Excel- 

lent Good None 
No. of Cases 

Diagnosis co “~ ~ 
E and toid dermatitis.... 38 8 8 
Neurodermatitis ...............ccceeeeee 17 13 5 
Anogenital pruritus:................... 17 6 5 
Seborrheic dermatitis................... 5 4 3 
Lichen chronicus simplex............... 8 4 1 
Contact dermatitis.....0............... 8 6 2 
WMI os ac eed ois Ce pS oe cs o0 0s Bhres's 3 0 1 
Dermatophytosis ..........c.scsecevees 2 1 2 
Diseoid lupus erythematosus.......... 1 0 0 
PRS. POPU a5 hob in in ovine euch dines 3 5 0 
Residual dermatitis from herpes zoster 1 0 0 
Radiation reaction.................... 1 0 0 
Pruritus along 7th nerve............... 1 0 0 
Stasis dermatitis....................0005 3 3 1 
BUCH IO BONO ooo kinks tw bab ieds cess 1 2 0 
Atopie eezeme@,.......... cc cece eee ee eee 3 1 1 
Pruritus hiemalis...................000 1 2 0 
Lichen planus. ............0.e.ceeesseees 0 1 2 

Erythema multiforme.................. 1 0 oO. 
Delusions of parasitosis................ 1 0 0 
DOAN Sogo iiviagus stereuctehawndese 113 56 31 





and four months’ use, and patch tests indi- 
cated that sensitivity had developed. 


COMMENT 


The present experience with a new topical 
anesthetic agent gives us hope that the ideal 
for such a drug may be obtained and might 
even be expected. Dyclonine cannot be totally 
evaluated on so short a series as this, but 
some of its desirable and less desirable fea- 
tures are in evidence. We should now at- 
tempt to measure this new topical anesthetic 
by the criteria for our ideal as described in 
the introduction to this paper. 


1. In onset of anesthesia, dyclonine rates 
with the very best anesthetic ointments and 
creams. A local anesthetic with delayed ac- 
tion is apt to be judged useless by the patient 
before it has time to reach full effect. 

2. High potency means completeness of re- 
lief rather than the concentration which is 
effective. Since a 1% dyclonine cream gave 
excellent or good relief of pain or itching in 
84.5% of the patients, we would judge this 
drug to have very high potency. Five cases, 
including atopic eczema, lichen simplex 
chronicus, neurodermatitis, and two of pruri- 
tus vulvae, had better relief from dyclonine 
cream than from hydrocortisone ointment. 
In addition, two patients with contact derma- 
titis and one with eczema had equally good 
results with either dyclonine or hydrocorti- 
sone. 

3. This series is too short and has not ex- 
tended over sufficient time to correctly judge 
the eventual index of sensitivity. However, 
with an incidence of 1.0%, it can be expected 
to be lower than that reported for some other 
commonly used preparations. This is espe- 
cially true since reports from similar clinical 
trials § in dermatology and other medical 
specialties have included no case of proved 
sensitivity. 

4. The quality of irritation is not always 
easy to evaluate in an anesthetic because one 
masks the other. Since a few patients com- 
plained of irritation or burning in spite of 
the rapid onset and high potency of dyclonine, 
it appears to fall short of our ideal drug in 
this respect. Most of these patients had acute 
lesions and many tolerated the drug well later 
after the acute stage had passed. 

5. Since intravenous doses up to 400 mg. 
were tolerated without injury, large areas 
could be treated with a 1% dyclonine cream 
without danger, even if one assumed complete 
absorption of the drug. It can, then, be con- 
sidered very safe to use in dermatologic 
practice. 

6. The present data cannot answer the 
question of cross sensitivity with other top- 





§ Case reports in Pitman-Moore clinical re- 
search files. 
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ical anesthetics, but, considering the differ- 
ences in chemical structure, one would not 
expect it. 

The work of Profft* and Florestano* 
proved dyclonine to have a stronger bacteri- 
cidal action, in vitro, than phenol and chloro- 
butanol, against a number of common bac- 
teria. This antiseptic property may have con- 
tributed to the control of secondary infection 
in some of our patients, thereby hastening 
healing. Certainly, the prevention of infec- 
tion in a denuded or abraded area under 
treatment is an added asset for a topical 
anesthetic. 


SUMMARY AND CONCLUSIONS 


Dyclonine is a safe, effective topical anes- 
thetic for the relief of pruritus and pain in a 
wide variety of dermatological conditions. 

Under conditions of clinical use, irritation 
is infrequent, and only two cases of sensi- 


tivity were noted in this series, which ap- 
peared after several month’s use. 

Because of rapid onset of effect, large per- 
centage of patients relieved, and safety, we 
believe dyclonine is a valuable contribution 
to the dermatologist’s armamentarium. 
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Clinical Notes, New Instruments and Techniques 


NEW LOCAL ANESTHETIC FOR DERMATOLOGIC SURGERY 


LAWRENCE FRANK, M.D., Brooklyn 
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The use of a cartridge type syringe is mentioned 
by Sulzberger and Baer? as an improvement in 
dermatologic surgery. A further improvement is a 
new local anesthetic, meprylcaine hydrochloride 
(Oracaine hydrochloride *), which is used at pres- 
ent mainly by the dental profession and which I 
found in several hundred cases to be superior to 
procaine hydrochloride for dermatologic surgery. A 
2% solution of Oracaine is equivalent anesthetically 
to a 5% solution of procaine hydrochloride. The 
advantage of injecting a smaller quantity of anes- 
thetic solution to obtain the same degree of anes- 


* Oracaine hydrochloride is the trade name of 
Mizzy, Inc., for its brand of meprylcaine hydro- 
chloride. 


thesia is obvious, particularily when tension of tissue 
or distortion of biopsy material is to be avoided. 
Another advantage is that the onset of anesthesia 
after injection of Oracaine is almost instantaneous, 
thus avoiding the usual time lag required for anes- 
thesia to take place. No more toxic than procaine, 
Oracaine is chemically 2-methyl-2-propylaminopro- 
pyl benzoate hydrochloride. Because it does not have 
a paraamino grouping present it will not produce any 
of the group sensitivity reactions found with pro- 
caine, paraphenylenediamine, sulfanilamide, and the 
azo dyes. 


55 Rugby Rd. (26). 
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Spread of Redox P. tential over the Shin 


THEODORE CORNBLEET, M.D., Ph.D. 


and 
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AONE 


Dermatologists daily see evidence seeming 
to show that distant sites on the skin, if not 
the general integument, come under the in- 
fluence of some local involvement. The tend- 
ency to so-called “ids,” as from a leg ulcer, 
appears to be such an effect. Various the- 
ories to explain such phenomena have been 
offered, but none has been accepted. Some 
of the available evidence is in favor of an 
explanation by allergy and hypersensitiza- 
tion. Another possibility takes into consid- 
eration alterations in electrolyte patterns of 
sodium, potassium, calcium, and magnesium. 
Still another involves changes in enzyme 


reactions. Probably more than one cause will 
finally be found for these associated changes 
at distant parts of the skin stemming from 
some local one. 


In our program of investigation of some 
of the electrical characteristics and properties 
of the skin we turned our attention to the 
spread of changes in electric potentials from 
place to place, determining in another way 
the influence of one area of the skin on 
another. The present study is concerned with 
observations of redox potentials. These can 
be altered in various ways, such as by chem- 
ical and physical means. This report con- 
siders some of the chemical ones only. 


METHOD 


Approximately 2 cc. of isotonic sodium chloride 
in a glass cylinder is applied to a square centimeter 
surface of skin. A liquid junction is made with a 
tube containing saturated KCI in agar. This is 
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To Potentiometer 


KCI Bridge 


KCI— 
Calomel 


Isotonic Half Cell 


NaCl ~ 





Figure 1 


connected by means of saturated KCl to a similar 
junction leading to a saturated KCl-calomel _half- 
cell. A platinum helix is introduced into the isotonic 
saline solution. This is conveniently wound around 
the glass tube containing the KCl-agar. The differ- 
ence of potential between the platinum electrode 
and the calomel half-cell is read with a Leeds and 
Northrup type K_ potentiometer. This represents 
the redox potential of the salt solution in equilibrium 
with the skin. The redox potential so determined is 
referred to the saturated KCl-calomel half cell 
(Fig. 1). 

Potentiometric readings were taken at four sites 
—the backs of the hands near the wrists and the 
upper part of the flexural surface of the forearms 
or the arms. For the effect of cysteine, a 5% 
aqueous solution was painted in a band about 1 cm. 
wide to encircle the forearm. Copper sulfate solu- 
tion 5% in water was applied to the skin the same 
way. Each of these reagents was first studied alone 
and then together. Care was taken to keep the two 
from touching each other in the latter cases. Some- 
times the cysteine solution was put on toward the 
wrist with the copper sulfate higher toward the 
elbow, and other times the positions of the chemicals 
were reversed. 


RESULTS 


In the experiments using oxidizing or 
reducing agent on the skin copper sulfate 
(5%) or cysteine (5%) in isotonic NaCl 
was applied. Results for different types of 
experiments are presented (Table). Poten- 
tials were determined for each subject at four 
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Right hand 
Right arm 


Left hand 
Left arm 


(Average for subjects) 
Cysteine lower CuSO, lower 


Cysteine CuSO, rightforearm right forearm 


—eaneeneeee 


right right CuSO, upper Cysteine upper 
Control forearm forearm Fight loroarte right forearm 
161.2 1440 185.3 149. 2 184, 6 
162.7 144.9 186.1 185.5 152.3 
159.9 145.3 186, 7 185. 6 151.9 
160.3 145.8 187.5 187.0 152.7 


points—tright hand, right forearm, left hand, 
and left forearm. In the first column control 
values for 25 subjects are tabulated. The 
average value of the potential is about 160 
mv., with the platinum electrode positive 
and to the saturated KCl-calomel half cell 
negative. The second and third columns indi- 
cate the effects of applying the cysteine or 
the CuSO, solution on the lower right fore- 
arm. The method of applying the solutions 
is shown in Figures 2 and 3. By means of 
a cotton applicator bands about % in. wide 





CHANGES OF SKIN REDOX POTENTIALS WITH 
APPLICATION OF REAGENTS 


Figure 2 





CHANGES OF SKIN REDOX POTENTIALS WITH 
APPLICATION OF REAGENTS 
Figure 3 
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HR — Higher 
[EE - tower 


were painted around the wrists. Potentio- 
metric readings were then taken within one 
to five minutes at each of the points at which 
the controls were previously studied. For 
cysteine the potential at each of the four 
points fell on the average about 15 mv., 
showing the tendency of the redox poten- 
tials to attain uniform values at distant 
points. With CuSO, the potentials were ele- 
vated on the average by about 25 mv., the 
four points again coming to approximately 
the same -level. 

In the fourth and fifth columns of the 
Table the effect of simultaneous application 
of the reagents is shown. In one set of ex- 
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periments (Column 4) cysteine was applied 
to the lower right forearm and CuSO, to 
the upper right forearm, separated from each 
other about 2 in. In the other experiments 
the positions of the two bands were reversed, 
with cysteine applied to the upper forearm 
and copper sulfate to the lower. With cys- 
teine applied at the lower forearm and 
CuSO, at the upper, the potential at the 
right hand fell by about 12 mv. At the other 
three points the potential was again elevated 
by about 25 mv. Thus the cysteine effect was 
predominant at the right hand (below the 
cysteine), the copper effect predominant at 
the other three points. Each reagent thus 
blocked the effect of the other. With the 
positions of the bands reversed the results 
were as shown in Column 5. In this case 
the potential at the right hand was elevated 
about 25 mv. from the control level, the 
potential at the other three points being low- 
ered by about 10 mv. Again, each reagent 
prevented the spread of the effect of the 
other. In the two sets of experiments the 
effect of the copper was to elevate the po- 
tentials to about 185 mv., about 25 mv. above 
the control level. This is the same level as 
that attained in the experiments with CuSO, 
alone (Column 3). Thus the application of 
cysteine on one side of the CuSO, band had 
no measurable effect on the levels of poten- 
tials at the other side of the band. With 
cysteine the potentials were lowered to about 
150 mv. instead of 145 mv., as in the experi- 
ments with cysteine alone. Thus the presence 
of a band of CuSO, seemed to prevent the 
occurrence of the full effect of cysteine at the 
other side of the cysteine band. These dif- 
ferences, while small, were reproducible in 
a large number of experiments. 


COMMENT 


A reductant is a substance which yields 
electrons (or electrons and hydrogen ions) 
to form an oxidant. Oxidation-reduction 
systems in the skin can take up or give off 
electrons and hydrogen ions. When a reduc- 
ing substance such as cysteine is applied 
locally, electrons and hydrogen ions are 
transferred to the skin redox systems, tend- 


ing to put them into the reduced form. The 
effects can be observed at a distance. This 
indicates that the reducing substances of the 
skin structures can pass on the electrons 
and protons to neighboring oxidized forms. 
The reducing effect of the applied cysteine 
is thus propagated to points at considerable 
distances. 

In biological systems oxidations are 
brought about by adding oxygen, by taking 
away hydrogen, or removing electrons. The 
three methods are really similar and repre- 
sent the loss of electrons from the oxidized 
materials. Reduction, on the other hand, 
means gain of electrons or it may actually 
involve addition of hydrogen or giving up 
of oxygen. In the body molecular oxygen 
has not been proved to unite directly with 
metabolites, but the oxidation is effected by 
the removing of two hydrogen atoms or two 
hydrogen ions and two electrons. This is 
brought about through the agency of an en- 
zyme of the dehydrogenase group. 


Reductant = oxidant + 2H* +2 electrons 
as 
Cysteine = 2 cystine + 2H* +2e (Organic type) 


or 


Reductant = oxidant + electron (Inorganic type) 
as 
Cut = Cutt +e 


Figure 4 


In considering the effects of copper and 
cysteine on these skin redox potentials the 
mechanisms of organic and inorganic oxida- 
tion-reduction reactions are applied (Fig. 
4). In the oxidation of cuprous ion to cupric 
ion one electron is liberated for each cupric 
ion formed. In the oxidation of one molecule 
of cysteine to two molecules of cysteine two 
electrons and two hydrogen ions are liber- 
ated. Electrons may be transferred from one 
system to the other, either directly or 
through other oxidation-reduction systems 
by similar mechanisms. 

In order to describe the experimental re- 
sults three different situations are described 
by means of Figures 5 to 7. In Figure 5 the 
effect of application of cupric ions to the 
skin is shown. Through oxidation-reduction 
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systems present in the skin two electrons 
are transferred to two cupric ions, forming 
two cuprous and two hydrogen ions. Skin 
reductants are then converted to their oxi- 
dized forms, becoming acceptors of hydrogen 
from neighboring skin redox systems. The 
effect of the cupric ion is thus propagated 
through skin redox systems with hydrogen 
ions and electrons being transported toward 
the affected region from distant points. At 
any part of the skin from which hydrogen 
ions and electrons are removed the redox 
potential is elevated, corresponding to the 
altered state of the skin redox systems. 


* ‘Skin 


* 
2Cu R a tant: 


thus blocked by the cupric ions.- Electrons 
and hydrogen ions migrating toward the 
cysteine from distant parts of the skin are 
also blocked by the copper sulfate. Thus the 
effect of copper sulfate in elevating the skin 
redox potential is not propagated beyond 
the region at which cysteine is applied, be- 
cause cysteine is a source of electrons and 
hydrogen ions. Similarly the effect of cys- 
teine in lowering the skin redox potential is 
not propagated beyond the copper sulfate 
band, which acts as an electron acceptor. The 
situation is described in Figure 7, which 
shows the tendency of the two systems to 


Skin Oxidant 
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Cut + 2Ht ’ Skin Oxidant 


Figure 7 


The application of cysteine at some part 
of the skin (Fig. 6) causes hydrogen ions 
and electrons to migrate in the opposite 
direction. In the oxidation of one molecule 
of cysteine two hydrogen ions and two elec- 
trons are liberated and taken up by skin 
redox systems. These are converted to the 
reduced form which can be reoxidized by 
yielding the hydrogen ions and electrons to 
neighboring groups. The electrons and hy- 
drogen ions are thus transferred to distant 
parts of the skin, and the redox potentials 
are lowered at all affected parts. 

When both cysteine and copper sulfate are 
applied simultaneously, electrons and hydro- 
gen ions migrate toward the copper sulfate 
and away from the cysteine. Electrons and 
hydrogen ions propagated from cysteine are 
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propagate hydrogen ions and electrons in 
opposite directions, each system thus antag- 
onizing the effect of the other. 

The possibility of basing concepts of al- 
lergy on exact chemical reactions is sug- 
gested by the reasoning of Michaelis." He 
shows how iron and copper compounds used 
biologically as respiratory catalysts go 
through series of reactions with cysteine to 
completion, but how cobalt (a sensitizer) 
forms a complex, stoichiometrically, without 
starting a catalytic cycle. 

In the postulated catalytic oxidation of 
cysteine by a heavy metal ion Michaelis as- 
sumes that the initial state of the system 
consists of the following constituents: 
Fe**-+2RS°+0Od. 











UMI 





SPREAD OF REDOX POTENTIALS 


The first step is the oxidation of ferrous 
to ferric ion by transfer of an electron to 
oxygen, forming the system: Fe***+2RS” 
+02. 

In the following step, O2 is reduced to 
O.~ or H2gOe, by withdrawal of an electron 
from an RS group. The system then consists 
of Fe***+RS°+RS+02-. 

The ferrous ion is regenerated by transfer 
of an electron from the RS“ to ferric ion. The 
state of the system is then Fe**-+2RS+O,.-. 

The ferrous ion is then available to initiate 
the reduction of another molecule of oxygen, 
and thus to catalyze the oxidation of another 
molecule of cysteine. An alternative mecha- 
nism has also been considered, differing 
slightly in some of the steps. 

In the above scheme Cu** ion may be sub- 
stituted for Fe***, and Cu* for Fe** ion. 


Copper salts are thus effective catalysts in 
the oxidation of cysteine and related thiols. 


SUMMARY AND CONCLUSIONS 


It is shown that redox potentials induced 
at a localized site of the skin spread rapidly 
to distant parts and envelop the entire integ- 
ument. By suitable arrangements this spread 
can be blocked and inhibited. There is a 
schematic presentation to analyze the mecha- 
nism of these phenomena. By analogies an 
attempt is made to relate these to naturally 
occurring skin redox systems in a considera- 
tion of possible avenues for the induction of 
the sensitization process. 


REFERENCE : 

1. Michaelis, L.: Fundamentals of Oxidation 

and Reduction in Currents in Biochemical Research, 

edited by D. E. Green, New York, Interscience 
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DERMATITIS CAUSED BY METAL STRANDS 


LESTER HOLLANDER, M.D., Pittsburgh 
SOTO UMW CCL UL 


Mrs. S. E. B., a 54-year-old interior decorator, 
presented herself on Dec. 13, 1954, on account 
of a persistent, pruriginous, disseminated, erythemo- 
squamous dermatitis of two years’ duration. 

The individual lesions were nail-plate-sized or 
smaller except where through coalescence larger 
plaques were formed. The neck, the face, the scalp, 
and the upper part of the torso were involved. 

This dermatitis began with a patch on the side 
of the neck and was diagnosed as neurodermatitis. 
During the two-year period she was treated by 
several dermatologists, who at various times used 
x-rays, ultraviolet rays, ointments, pastes, lotions, 
sedatives, calcium gluconate intravenously, and 
more recently cortisone (Cortone) acetate both 
internally and topically. 

She has had occasional and temporary relief. In 
the main, however, the dermatitis became more 
intensified and more extensive. 

I made a provisional diagnosis of contact derma- 
titis and discontinued all medication as well as 
the use of any and all cosmetics and cleansing 
agents. The latter included soap and water washing. 

She was then patch-tested to cosmetics and 
cleansing agents. This procedure gave indications 
that a hand lotion, a shampoo, and a face cream 


containing hydrous wool fat (lanolin) were in- 
volved in the etiology of the dermatitis. 

Considerable improvement followed the institu- 
tion of the noncleansing regimen. The following 
week, however, a fresh crop of the patchy erythemo- 
squamous dermatitis reappeared on her neck and 
chest, furnishing indisputable evidence of the pres- 
ence of a heretofore unrecognized troublemaker. 

Fortunately, as she was preparing to leave, I 
observed an unusual type of scarf around her 
neck, The scarf was made of a silk fabric into 
the meshes of which metallic silver strands were 
woven. I found it to be the primary cause of the 
dermatitis, and questioning elicited that she began 
to wear scarves of this type a few months before 
the occurrence of the first patch of dermatitis on 
her neck two years previously. 

A few weeks after all evidence of dermatitis was 
gone, she wore a woolen dress which had metallic 
silver strands interwoven and she again experienced 
discomfort, itching, and the reoccurrence of a blotchy 
dermatitis at the site of contact. All this disap- 
peared in short order after the wearing of this 
dress was discontinued. 


SUMMARY 


A persistent erythemosquamous dermatitis caused 
by metallic silver strands incorporated in silken 
and in woolen fabric is reported. 
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Thpical by drocortisone- 
Orytetracycline Therapy 


CONRAD STRITZLER, M.D., Queens, N. Y. 
and 
LAWRENCE FRANK, M.D., Brooklyn 


IN 


The advent of topical hydrocortisone ther- 
apy * during the past year made inevitable 
the combined use of hydrocortisone with 
other topical agents. This paper represents 
an attempt at objective evaluation of an oint- 
ment containing 1% hydrocortisone and 3% 
oxytetracycline (Terramycin) in a petro- 
latum base. We tried to answer the following 
questions : 

1. Is the addition of oxytetracycline to hydro- 

cortisone necessary? 

2. Does hydrocortisone interfere with the cuta- 

‘neous defense against bacterial invasion? 

. Does hydrocortisone interfere with, augment, 
or in any other way alter the action of oxy- 
tetracycline upon the skin? 

. Does oxytetracycline interfere with, augment, 
or in any way alter the action of hydrocortisone 
upon the skin? 

. What valid criteria do we have for diagnosing 
secondary cutaneous infection as against mere 
colonization of bacteria? 


PLAN OF INVESTIGATION 


When one deals with such a compound, 
theoretically the following controls are pos- 
sible: 


1. Hydrocortisone-oxytetracycline versus oxy- 
tetracycline. : 


From the Department of Dermatology and 
Syphilology, State University of New York College 
of Medicine, New York. 

The Cortril-Terramycin Topical Ointment used 
in this study was supplied through the courtesy of 
Chas. Pfizer & Company, Inc., Brooklyn. 

* References 1 to 3. 
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. Hydrocortisone-oxytetracycline versus hydro- 
cortisone 
. Hydrocortisone-oxytetracycline versus vehicle 
. Hydrocortisone versus oxytetracycline 
. Hydrocortisone versus vehicle 
6. Oxytetracycline versus vehicle 


For the purpose of our study only the first three 
controls seemed necessary. Paired symmetrical com- 
parisons were used whenever possible. Patients in- 
cluded in the study fell into three groups: the first 
group included those patients with primary cutaneous 
infections such as impetigo, ecthyma, folliculitis, and 
sycosis vulgaris; the second group included those 
patients in whom an underlying cutaneous condition 
was complicated by secondary infection, that is, 
seborrheic dermatitis, atopic dermatitis, nummular 
eczema, stasis eczema, otitis externa, etc.; the third 
group was similar to the second but consisted of 
those cases in which no clinically obvious secondary 
infection was present. In all, 452 patients were 
treated, most of whom were followed for a month 
or longer. 

COMMENT 

Results are summarized in the Tables. 

It is clear that primary infections such as 
impetigo, folliculitis, etc., showed little signifi- 
cant difference in response to the combined 
ointment as compared with oxytetracycline 
alone. In some cases, it appeared that healing 
was somewhat more rapid with the combined 
ointment, and many patients noted greater | 
subjective improvement, but in general com- 
plete healing took place in about the same 


length of time and little objective difference 


could be seen. Both the combined ointment 
and the oxytetracycline alone were superior 
to the hydrocortisone ointment when used 
alone. In an occasional case, however, the use 
of both the hydrocortisone ointment alone 
and the vehicle alone was followed by signifi- 
cant improvement. 





_HYDROCORTISONE-OXYTETRACYCLINE 


In patients with dermatoses complicated 
by superimposed infections, however, the 
results were quite different. In atopic derma- 
titis with secondary infection, the combina- 
tion appeared to be significantly more effec- 
tive than either ingredient alone. In general, 


THERAPY 


in the dermatoses complicated by secondary 
infection, such as retroauricular dermatitis, 
seborrheic dermatitis, otitis externa, stasis 
eczema, stasis ulcer, housewives’ eczema, in- 
fectious eczematoid dermatitis, and chronic 
eczemas complicated by superimposed sec- 


TaBLe 1—Summary of Results in Primary Cutaneous Infections and Secondarily Infected Dermatoses 
Treated with Hydrocortisone-Oxytetracyline Ointment, Oxytetracycline Ointment as Control 








Diagnosis 


Atopie eczema with secondary infection 
Stasis ulcer with secondary infection 
Retroauricular dermatitis 


Housewives’ eczema 
Folliculitis Bockhart 
External otitis 


Sycosis vulgaris 
Stasis dermatitis with secondary infection 


Cass, No. Better Better 


Combined 
Ointment 


Oxytetracycline 
Ointment No 
Difference 
2 
4 
3 
9 
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*A number of these patients were made worse by any ointment applied. 


TABLE 2.—Summary of Results in Primary Cutaneous Infections and Secondarily Infected Dermatoses 
Treated with Hydrocortisone-Oxytetracycline Ointment, Hydrocortisone Ointment as Control 








Diagnosis 
Impetigo and pyoderma 
Atopic dermatitis with secondary infection 


Folliculitis 
Sycosis vulgaris 


Tinea pedis with secondary infection 

Infectious eczematoid dermatitis 

Seborrheic dermatitis with secondary infection. 
Contact dermatitis with secondary infection.... 
Intertrigo with secondary infection 
Housewives’ eczema 


Combined Hydrocortisone 
Ointment Ointment No 
Better Better Difference 
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Taste 3.—Summary of Results of Uninfected Dermatoses Treated with Hydrocortisone-Oxytetracycline 
Ointment, Hydrocortisone Ointment as Control 








Diagnosis 


Hydro- 
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Combination Ointment 
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ondary infections, the response to the com- 
bined hydrocortisone-oxytetracycline oint- 
ment was superior to that to either the oxy- 
tetracycline or the hydrocortisone used alone. 
The essential difference in response in this 
group, as contrasted with the primary in- 
fections, seemed to be due to the probability 
that in the secondarily infected dermatoses 
hydrocortisone was still effective upon the 
underlying condition and apparently aided the 
oxytetracycline in controlling the infection 
by improving the terrain. 

One of our chief difficulties in evaluating 
these patients was to decide which had a 
valid secondary infection. One could not 
judge from the clinical picture alone, and 
cultures often produced a large number 
of organisms, including coagulase-positive 
staphylococci, beta hemolytic streptococci, 
and Gram-negative rods. It seemed to us 
that the procedure suggested by Kligman ° 
was most rational, and we used it as often 
as facilities for its use were available. This 
consists in making a simple Gram stain from 
the surface of the lesion, interpreting the 
presence of polymorphonuclear leucocytes 
plus bacteria as indicating true infection, 
while bacteria alone indicate mere coloniza- 
tion and leucocytes alone indicate a cutaneous 
inflammation without bacterial infection. By 
these criteria, 14 of 39 patients, all of whom 
clinically appeared to have a secondarily in- 
fected atopic dermatitis, showed a positive 
Kligman test. It seemed rather remarkable 
that all-14 of these showed a significantly 
better response to the combined ointment, 
as compared with either of the ingredients, 
while the balance showed as good a response 
to the hydrocortisone ointment alone. The 
Kligman test was also used in the other 
secondarily infected dermatoses, but the re- 
sults were not as clear-cut as with atopic 
dermatitis. 

In none of the patients did it appear that 
the addition of hydrocortisone to the anti- 
biotic interfered in any way with the cutane- 
ous defense against infection. Schoch* has 
recently stated that he saw two cases in which 
a dermatitis repens resulted following the 
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use of a combined hydrocortisone-antibiotic 
ointment. No similar reaction was noted in 
any of our patients. Rein,f in an extensive 
experience with another combined ointment, 
has also failed to note such a reaction. 
Whether the additive effect of the hydrocor- 
tisone as an anti-inflammatory agent, when 
used in combination with an antibiotic topi- 
cally, sheds any light on the question of 
whether the inflammatory reaction is benefi- 
cial or detrimental to the infectious process 
is still a -philosophical question. Our own 
feeling is that the beneficial effect of topically 
applied hydrocortisone is mainly on the un- 
derlying dermatosis ; otherwise the combina- 
tion would have been superior in the primary 
cutaneous infections as well as in those sec- 
ondarily infected. 

In the third group of dermatoses, in which 
there was no apparent clinical infection, such 
as seborrheic dermatitis, intertrigo, num- 
mular eczema, contact dermatitis, pruritus 
ani, and chronic eczema, the results were 
more etratic. In general, those cases which 
responded well to topical hydrocortisone re- 
sponded equally well to the combined oint- 
ment, and oxytetracycline here alone pro- 
duced the poorest response. However, there 
were a number of cases of nummular eczema, 
housewives’ eczema, and chronic eczema 
which despite the absence of clinical and lab- 
oratory evidence of infection responded better 
to the combined ointment than to either in- 
gredient alone. One is tempted to draw the 
inference that subclinical infection may have 
been present, but the erratic natural history 
of these dermatoses makes this inference in- 
valid. 


CONCLUSIONS 


1. Hydrocortisone topically applied does 
not interfere with the cutaneous defense 
against bacterial invasion. 

2. In primary cutaneous infections, topi- 
cal combined hydrocortisone-oxytetracycline 
therapy is no more effective than oxytetra- 
cycline alone. 


+ Rein, C.: Personal communication to the 


authors. 





NEWS AND COMMENT 


3. In secondarily infected dermatoses, such 
as infectious eczematoid dermatitis, retro- 
auricular dermatitis, otitis externa, second- 
arily infected atopic dermatitis, stasis eczema, 
and stasis ulcer with secondary infection, 
etc., combined topical therapy with hydro- 
cortisone-oxytetracycline is more effective 
than with either ingredient alone. 


4. In cutaneous dermatoses in which ob- 
vious clinical infection is not apparent, the 
combined ointment is occasionally more ef- 
fective than either the hydrocortisone or the 
oxytetracycline alone, but the response is 
erratic and unpredictable, and no valid con- 
clusions regarding relative effectiveness can 
be drawn. 
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ANNOUNCEMENTS 


Laboratory Refresher Training Courses.—Following is a schedule of the laboratory 
refresher training courses to be given by the Laboratory Branch, Communicable Disease 
Center. Information and application forms should be requested from Laboratory Training 
Services, Communicable Disease Center, Laboratory Branch, P. O. Box 185, Chamblee, Ga. 


Course 
Dates No. 


Sept. 12-23 8.40 


Part 1. 


Sept. 12-Oct. 7 8.00 


Part 1. 


Sept. 26-Oct. 7 8.41 


Oct. 10-28 8.01 


Duration, 
Courses Weeks 


Laboratory Diagnosis of Bacterial Diseases 2 
General Bacteriology 


Laboratory Diagnosis of Parasitic Diseases 4 
Intestinal Parasites 


Laboratory Diagnosis of Bacterial Diseases 2 
Part 2. General Bacteriology 


Laboratory Diagnosis of Parasitic Diseases 


Part 2. Blood Parasites 


Oct. 17-28 8.20 


Oct. 17-28 8.50 


Laboratory Diagnosis of Viral and Rickettsial Dis- 
eases 


age oe Diagnosis of Bacterial Diseases; Enteric 


Bacteriology 


Oct. 31-Nov. 4 8.26 


Oct. 31-Nov. 11 8.15 
Part 1. 


Nov. 14-25 8.16 


Nov. 14-25 8.55 
Nov. 28-Dec. 9 


Dee. 12-16 
March 12-23 


eases 
March 26-30 


Laboratory Diagnosis of Rabies 


Laboratory Methods in Medical Mycology 
Cutaneous Pathogenic Fungi 


Laboratory Methods in Medical Mycology 
Part 2. Subcutaneous and Systemic Fungi * 

Laboratory Diagnosis of Tuberculosis 

Laboratory Methods in the Study of Pulmonary 
Mycoses 

Laboratory Diagnostic Methods in Veterinary 
Mycology 

Laborstory Diagnosis of Viral and Rickettsial Dis- 


Laboratory Diagnosis of Rabies 


Laboratory Diagnosis of Malaria t 

Virus Isolation and Identification Techniques t 
Typing of Corynebacterium diphtheriae t 
Special Probiems in Enteric Bacteriology t 
Phage Typing of Salmonella typhosa t 


* Completion of Course 8.15 or equivalent education or experience is a prerequisite. 


t Courses offered by special arrangement only. 
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Drug Eruption from Sulfonamides 


Minimal Oral Dose of Sulfadiazine, Sulfamerazine, and Sulfamethazine to Detect Their Sensitivity 


L. EDWARD GAUL, M.D., Evansville, Ind. 
AOUTVATUUVEOUUOUUOGUEUTCALGUEUEUT LUAU UTA 


Nowadays it is common to have patients 
remove from their purses or pockets quite a 
number of different kinds of pills and capsules 
that they are taking. It seems that the bad 
effects from one drug are being offset by 
taking another. Rather often, when patients 
see their medicines lined up on the examining 
table, they look bewildered and mention that 
they are not sure when this one or that one 
should be taken. These experiences keep the 
suspicion of drug eruptions at a high level. 
Clinical and laboratory findings in drug erup- 
tions have been described, and commonly 
the reporter has verified the diagnosis by 
subsequent administration of the suspected 
drug. The test dose given appears to be a 
calculated guess. Warnings have been issued 
about the dangers from attempts to prove 
the diagnosis. On many occasions, the desire 
has arisen to prove the etiology in drug 
eruptions, but the proper dose to administer 
was unknown, and the fear of producing 
needless reactions frustrated the efforts. Even 
when patients were willing to take small 
test doses for confirmation, the minimal 
dose was still not known. It would appear 
that if more were known about test doses for 
drug sensitivity, and there were assurances 
that the testing was safe, the entire subject 
of drug eruptions would gather more interest. 

The subject of this study was Case P. M., a white 
man aged 65. He was seen Oct. 7, 1954, for an 
oozing patch of dermatitis affecting the left upper 
back of 10 days’ duration. Over the face, neck, 


upper torso, and extremities were fading macular 
lesions. The clinical impression was overtreatment 


sensitization or erythema multiforme. Patch tests — 
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with a commercial ointment used for burns * and a 
tube of white salve + produced negative results, 
Involution of the eruption proceeded satisfactorily, 
but a recurrence, severer than the first attack, 
upset the previous. considerations. The history 
was explored again, and this time he had taken 
a cold medicine the night before. A little prodding 
produced the admission that he thought he might 
have taken the same medicine for a cold late in 
September. The drug taken contained penicillin, 
150,000 units; sulfamerazine, 0.167 gm.; sulfa- 
diazine, 0.167 gm., and sulfamethazine, 0.167 gm. 
A friend had loaned it to him to prevent and treat 
the common cold. About 30 tablets had been taken 
during the fall of 1953, and a refill had permitted 
more self-treatment during the fall of 1954. The 
dose was 4 to 6 tablets daily until the cold im- 
proved or disappeared. There was no history of 
previous’therapy with penicillin or sulfonamides. 

The first ingredient tested was oral penicillin G 
potassium, 150,000 units. It was taken at 9 p.m. 
During the next four days, no symptoms or visible 
signs developed. Sulfamerazine was given in a dose 
of about 0.125 gm. (a 0.5 gm. tablet was broken into — 
four pieces). It was taken at 9 p.m., and at about 
3 a.m. he awakened with severe itching over the 
face and neck. Red blotches were noticed at this 
time. Examination at 9 a.m. revealed that the fixed 
site showed erythema, edema, and vesicles, and the 
face, neck, shoulders, and arms showed dime-sized 
macules, bright red in color. Two weeks later, 
sulfamethazine was tested in the same time and dose. 
The response was exactly the same except that the 
fixed site showed no reaction. After a lapse of 
another two weeks, sulfadiazine was tested. Again 
the same response developed, but this time the fixed 
site displayed erythema, edema, and marked flaring, 
with vesicles dotting the central area. 

The following procedure was used for finding the 
minimal dose. Sulfadiazine powder was made up in 
the following dilutions with lactose (milk sugar) : 
1: 100; 1: 1000; 1: 10,000; 1: 100,000; 1: 1,000,000, 


* Unguentine, containing anhydroparahydroxy- 
mercurimetacresol, aluminum hydrate, zinc car- 
bonate, zinc acetate, ammonium sulfate, ammonium 
acetate, phenol, zinc oxide, eucalyptus oil, oil red 
thyme, oleostearin, and petrolatum. 

+ Composition unknown. 





DRUG SENSITIVITY—TEST DOSAGE 


and 1: 10,000,000. Capsules containing 0.2 gm. were 
filled from the respective dilutions. They were 
numbered, and one of each dilution was given to 
the patient. He was instructed to take a single 
capsule every other day beginning with No. 1. He 
had no inkling of the dose he was taking. He was to 
phone if any itching occurred or any red spots were 
seen. The morning after he had taken No. 5 
(1: 1000), there was some itching of the face and 
neck, but at 9 a.m. no lesions were found. When 
capsule No. 6 (1: 100) was taken, again at 9 p.m., 
the next morning there was itching, and at 9 a. m. 
erythematous macules were present on the face and 
neck, but the fixed site was free of symptoms or 
signs. Sulfamerazine powder was diluted as follows: 
1:100; 1: 1000, and 1: 10,000. The capsule con- 
taining the 1: 100 dilution reproduced the response 
from sulfadiazine in this dilution. Similar results 
were found with sulfamethazine. 


COM MENT 


Loveman and Simon? noted in their case 
of fixed eruption and stomatitis from sulfa- 
nilamide that this drug and Neoprontosil 
initiated a reaction, but the degree of local 
response was directly proportional to the 
dose administered. Small doses produced 
mild cutaneous reactions with mild symp- 


toms, whereas large doses produced more 
severe cutaneous responses. Dostrovski and 
Sagher? determined in a patient with fixed 
erythema due to sulfanilamide that 0.005 gm. 
of sulfanilamide orally produced no reaction, 
but 0.045 gm. was a sufficient dose. Bellach,® 
in a report on hypersensitivity to sulfapyri- 
dine, was able to produce exacerbations to 
doses of 0.005 gm. and 0.001 gm. The reac- 
tions were trivial compared to those follow- 
ing a dose of 3 gm. of sulfapyridine. 


About 0.125 gm. orally of sulfamerazine 


and sulfadiazine caused the fixed site of a: 


sulfonamide sensitization to flare up. Simul- 
taneously, erythematous macules developed 
over the face, neck, upper torso, and upper 
extremities. Approximately the same dose 
of sulfamethazine did not activate the fixed 
area, but did produce erythematous macules 
on the face, neck, upper torso, and extremi- 
ties. About 0.001 gm. of sulfadiazine, sulfa- 
merazine, and sulfamethazine produced an 
almost transient macular erythema with itch- 
ing. There was no tendency for such areas 
to become fixed. This dose (0.001 gm.) pro- 
duced no activation of the original fixed site. 
The appearance of a macular erythema is 
the first sign of a positive reaction to a mini- 
mal test dose. Itching is noticed after the 
development of the erythema. The reaction 
time is between six and eight hours. The 
severity of the test reaction was dependent 
upon the size of the dose administered. This 
knowledge of test doses in drug sensitivity 
might be useful to determine in patients the 
existence of sensitivity before a drug is ad- 
ministered, and also it could be used to prove 
the presence of sensitivity. 
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Clinical Notes, New Instruments and Techniques 


LEPROSY ACQUIRED DURING WORLD WAR II 


SAMUEL R. PERRIN, M.D., Pittsburgh 
and 
IRVIN CAPLIN, M.D., Aspinwall, Pa. 


AULA TTT 


Aycock and Gordon,1 in a study of leprosy 
among American veterans, predicted in 1947 that 
an appreciable increase of cases would result from 
service in endemic areas during World War II. 
Levan? in 1954 reported a case and stated that 
similar instances may be anticipated during the 
next 30 or more years in veterans of both World 
War II and the Korean campaign who served in 
endemic regions. 

Aycock based his predictions on experiences with 
veterans of the Spanish-American War, in whom 
leprosy appeared from 3 to 32 years after ex- 
posure. The durations of stay in the foreign foci 
ranged from 9 months to 32 years. No definite 
information is available as to the nature of the 
actual exposures. He stated “in this regard, con- 
cerning persons first exposed in adult life, it would 
appear that neither the length nor the intimacy 
of exposure is a major determinant but the ordinary 
unrecognized exposure while in endemic regions 
can result in infection of certain susceptible per- 
sons. The nature of susceptibility is unknown.” In 
World War I, with minor exceptions, American 
troops did not serve in endemic areas, and Aycock 
found no suggestions of any veteran’s having ac- 
quired leprosy as a result of service in World 
War I. He found 11 cases in World War I 
veterans, but none of these appeared to have been 
the result of service exposure. 

Porritt and Olsen*® reported in 1947 two simul- 
taneous cases of leprosy developing in tattoos. 
Levan? commented that he found no reports of 
service-connected leprosy among American veterans 
of World War II with the exception of the 
tattoo cases. Doyle* and -Rodgers® reported five 
cases among British veterans. 


From the Dermatology Service, Veterans Ad- 
ministration Hospital, Aspinwall, Pa. Samuel R. 
Perrin, M.D., Assistant Professor of Dermatology, 
University of Pittsburgh Medical School, and 
Attending Physician in Dermatology, Veterans 
Administration Hospital. Irvin Caplin, M.D., Resi- 
dent, Internal Medicine, Veterans Administration 
Hospital. 
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Fig. 1—Lepromatous nodules on face. 


We have had the opportunity to observe and 
report a patient who acquired leprosy during his 
tenure of military service. The patient is a Negro, 
36 years old, who was admitted to the Veterans 
Hospital at Aspinwall, Pa., on Sept. 28, 1953. 
During World War II he served with the Navy 
from December, 1943, until November, 1945, most 
of this time being spent in the Philippines. Part 
of his routine duties included assisting medical 
officers in rounding up lepers who were at large 
about the islands after the Japanese invasion. 

Fourteen months (July, 1952) prior to admission 
he noted a lesion on the right forearm, which per- 
sisted and was attributed by the patient to a 
mosquito bite. Eight months later lesions appeared 
on the face, legs, right arm, and trunk. The patient 
was treated first by a private physician and later 
at the Falk Clinic, Pittsburgh. Biopsies were done 
by both, the first, six months after onset, and the 
second, three months later. A histological diagnosis — 
of sarcoidosis was made. After a period without 





LEPROSY—WORLD WAR II 


Fig. 2.—Initial forearm lesion from which biopsy 
specimens were taken. 


improvement the patient was admitted to the 
Aspinwall Veterans Hospital for further therapy. 
Physical examination revealed a well-nourished 
36-year-old Negro, who did not appear acutely 
ill. Except for the skin, physical examination was 
normal. Over the arms, face, and trunk were nu- 
merous lesions of multiform pattern, consisting of 
raised, corrugated, light-brown, soft, spongy le- 
sions, varying in size from 1 to 2 cm. in diameter. 


Fig. 3—Lepromatous leprosy with granulomatous 
infiltrate containing many foamy cells. 


The lesions were raised 0.25 cm. above the surface. 
There was no evidence of ulceration. On the flexor 
surface of the right arm was an area 10 by 6 cm. 
denuded of hair. Tactile and pain sensations were 
absent in this area. An areola of depigmentation 
demarcated this area from the normal skin, which 
reacted to tactile and pain sensations. During the 
final week of hospitalization a circinate lesion ap- 
peared on the patient’s lower abdomen, similar in 
all respects to the lesion on the right forearm. 

Laboratory examinations at the Falk Clinic in- 
cluded a negative serological test for syphilis. 
Later acid-fast stains of the biopsy specimen taken 
at Falk Clinic (second biopsy) did not reveal any 
acid-fast bacilli. At the Aspinwall Veterans Hos- 


Fig. 4.—Acid-fast stain showing multiple lepra 
bacilli. 


pital serological test for syphilis was negative; 
tuberculin tests in 1: 1000 and 1: 100 dilutions were 
negative. Roentgenogram of the chest was negative. 
The biopsy specimen (third) taken at Aspinwall 
from the large lesion on the right forearm was 
characteristic of lepromatous leprosy, thick with 
acid-fast bacilli on special staining. A nasal smear 
revealed myriads of acid-fast bacilli, many in 
swirls. 

He was transferred to the United States Public 
Health Service Hospital at Carville, La., on Oct. 
28, 1953. While he was there the lepromin test 
was negative. He received three months of sulfone 
therapy, with no change in the lesions, and left 
on Feb. 16, 1954, against medical advice. 
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COMMENT 


With the exception of the two cases of leprosy 
developing in tattoos, we are reporting the second 
case of leprosy acquired during World War II. 
The ethnic background in this case leaves no doubt 
that the disease was actually acquired in service. 
History of direct contacts in endemic regions of 
the Philippines and the accepted long incubation 
period (seven years) were considered in estab- 
lishing his disease as service-connected. 

Because of the difficulties encountered in reach- 
ing the correct diagnosis in this case, we repeat 
Levan’s comment to be watchful for leprosy in 
veterans of World War II and the Korean cam- 
paign who have served in endemic areas. 
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COTTON GLOVE IN PLACE OF GAUZE FOR TRACTION IN SURGICAL PLANING 


SAMUEL AYRES Ill, M.D., Los Angeles 
and 
RALPH LUIKART II, M.D., Santa Barbara, Calif. 


TIUTUUANUTUU AUT 


In surgical planing (dermal abrasion) the operator 
frequently finds it necessary to use gauze squares 
to prevent slipping of the thumb and fingers of 
the left hand when they are used to maintain the 
skin taut, a situation which is highly desirable in 
all areas and essential when planing close to the 
lips and eyes. The need for traction is especially 
great when the thumb and/or fingers are applied 
against adjacent areas just previously planed, 
hence rendered slippery because of the serosangui- 
nous oozing. 

The gauze used for obtaining traction is thus 
necessarily close to the rotating brush, with -the 
ever-present hazard and nuisance of catching the 
gauze in the brush. This may in turn cause the 
rotating brush to be pulled toward the area covered 
by the gauze square, or the flexible shaft in the 
handpiece may break. In any event it is a noisy 
and upsetting occurrence for both patient and 
operator. 

A white. cotton cosmetic glove, of the type widely 
prescribed by dermatologists for patients with hand 


From the Department of Dermatology, Univer- 
sity of Southern California School of Medicine. 


eruptions, worn on the left hand (for a right-handed 
operator) serves admirably to give the much-needed 
traction without the necessity of having gauze too 
close to the brush.* In addition it gives some pro- 
tection of the thumb. and fingers of the left hand 
from freezing by the refrigerant (dichlorotetra- 
fluoroethane [Freon 114] 3 or ethyl chloride, which- 
ever is being used). The cotton glove may be worn 
on the bare hand or over a rubber glove if desired. 
The latter gives additional protection against freez- 
ing the fingers. The assistant can also benefit from 
the use of cotton gloves, both for traction when ad- 
ditional help in maintaining tautness of the skin is 
desired by the operator, and for partial protection 
of the fingers from the refrigerant. The cotton 
gloves may be laundered and autoclaved for reuse 
if desired. 


2007 Wilshire Blvd. (Dr. Ayres). 
1514 Anacapa St. (Dr. Luikart). 


REFERENCE 
1. Wilson, J. W.; Luikart, R., II, and Ayres, 
S. III: Dichlorotetrafluoroethane for Surgical Skin 
Planing: a Safe Refrigerant-Anesthetic, A. M. A. 
Arch. Dermat. 71:523 (April) 1955. 


*R. C. Lindholm, M.D., San Diego, Calif., made 
this suggestion after seeing our motion picture on 
the technique of surgical planing. 
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BRONX DERMATOLOGICAL SOCIETY 


Emanuel Muskatblit, M.D., President 
Henry Silver, M.D., Secretary 
Jan. 20, 1955 


Adenocarcinoma of the Face. Presented by Dr. A. A. Fisher. 


L. G., a 70-year-old man, first noticed a growth in front of the left ear 10 years ago. Three 
years ago another growth appeared on the right cheek and one behind the left ear. 

The past treatment consisted of the application of a “cancer paste” by a physician in Delaware, 
since deceased. 

When the patient was first seen on Dec. 6, 1954, there was a 12 by 15 cm. raised, fungating 
mass in front of the left ear and attached to the underlying structures. The central portion was 
covered with a hemorrhagic crust. The edge was raised, smooth, and rounded. Behind the left 
ear there was an acorn-sized verrucous mass, which was freely movable. On the right cheek 
there was a 1 in. (2.5 cm.) long, slightly keloidal scar. 

The lesion in front of the left ear received five x-ray treatments at three-day intervals. 
Each treatment consisted of 2 skin units filtered through 3 mm. Al. A total of 5,500 r was 
administered. The last treatment was given on Dec. 17, 1954. 

The lesion behind the left ear was treated by desiccation and curette. 

Histologic diagnoses of the lesion in front of the ear were reported by various pathologists 
as follows: 


1. Adenocarcinoma of sweat glands 

2. Adenocarcinoma in skin (adnexal origin?, from parotid?, metastatic?) 
3. Adenomyoepithelioma (parotid?) 

4. Muco-epidermoid carcinoma of parotid 


DISCUSSION 


Dr. Frank E. Cross: The patient is a fair-skinned, blue-eyed farmer, who presents several 
areas of epitheliomatous degeneration on the face and behind the left ear. When exposed to 
sunlight and other weather elements multiple tumors of the type presented are not uncommon 
in persons of this coloration and occupation. Such persons should, of course, be warned early 
in life of their hazard. 

Dr. Victor H. WitTEN: It would be interesting to hear Dr. Fisher comment on the radio- 
sensitivity of each of the diagnoses considered in this case. Was radiation considered to be the 
treatment of choice? 

As regards Dr. Silverberg’s comment, under ordinary circumstances the dose of 5,500 r 
delivered to an area of this size would be considered an adequate amount. If the area had been 
much smaller, then perhaps it would have been necessary to increase the dose in order to obtain 
optimal therapeutic effect. 

Dr. A. A. FisHER: The kodachrome presentation of this case of adenocarcinoma of the skin 
shows how the lesion looked before x-ray therapy was administered. It will be noted that the 
lesion extended from immediately in front of the ear across the entire cheek to within % in. 
(0.6 cm.) of the eye. The lesion behind the ear was verrucous and about the size of an acorn. 
The lesions in front and behind the ear did not seem to have any apparent connection. 

In answer to Dr. Cross, I would state that this type of lesion is apparently extremely rare and 
is unrelated to the type of neoplasm that is caused by sun and exposure to the elements. 

In answer to Dr. Silverberg’s question as to whether radiotherapy is the best treatment for 
this type of lesion, it can be stated that this patient was seen in consultation with two radiologists, 
both of whom felt that radiation was the best therapy. However, at a tumor clinic in this city 
surgical excision was advised. 
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Dr. Witten’s question as to the radiosensitivity of this tumor and why radiation was employed 
can best be aswered by quoting Ward and Hendrick of the Tumor Clinic of the Johns Hopkins 
Hospital, (Tumors of the Head and Neck, Baltimore, Williams & Wilkins Company, 1950, 
p. 138), who studied 31 cases of adenocystic basal-cell epithelioma or sweat-gland carcinoma. 
Seventeen of these patients received surgical treatment, with one recurrence, and 14 patients 
received x-ray therapy, with four recurrences. None of these cases showed metastases. In 
general, surgery is the treatment of choice, but this patient refused and elected to try radiotherapy. 
As you can see from the kodachromes, the lesion proved to be quite radiosensitive and at least 
two-thirds of the lesions melted away within a month after therapy was completed. Roentgen 
ray examination does not reveal any bone involvement although the remaining portion of the 
lesion seems fixed to the underlying tissues. 

I hope to be able to follow up this case and report at a future date the outcome of this 
therapy. 

I am glad that Dr. Jessner feels that this is a sweat-gland carcinoma because it is often very 
difficult to be sure either clinically or histologically into what group to place these lesions. 
Characteristically they appear about the ear and resemble squamous-cell carcinoma. This lesion 
showed the typical central ulceration with a verrucous surface of such a neoplasm. 


Eosinophilic Granuloma. Presented by Dr. A. J. Orruss. 


O. B., a 49-year-old white man, developed a slowly growing yellowish lesion on the dorsum 
of the nose beginning in January, 1954. 

Upon examination the patient presented a raised, pea-sized, slightly elevated, light brown 
pigmented plaque on the dorsum of the nose on the bridge. The lesion was treated by electro- 
desiccation and curettage under local anesthesia, but it recurred. The patient was subsequently 
given one dry ice treatment, with almost complete subsidence of the lesion. 

Biopsy of the lesion showed the entire cutis to be extensively infiltrated with eosinophiles and 
possessing many new blood vessels. Round cells, polymorphonuclear leucocytes, and epithelioid 
cells were also present. The diagnosis was eosinophilic granuloma. 


DISCUSSION 


Dr. A. J. OrFuss: This case is presented at this time because of a similar case I presented 
before this Society on Oct. 16, 1952, of eosinophilic granuloma successfully treated with carbon 
dioxide applications. The result was so excellent that it was decided to treat this case similarly. 

Because of the good results obtained, I strongly recommend a trial of this therapy in similar 
cases as the treatment of choice. 


Tumor of the Palm (Fibroma). Presented by Dr. H. BiBersteEIn. 


L. G., a 36-year-old white woman, presented on the right palm an infiltrated lesion with three 
pea-sized cysts that are freely movable. The duration of the lesion is five years. 

A biopsy specimen on Jan. 6, 1955, was read by Dr. Sims as follows: The epidermis is some- 
what thickened. No rete pegs are present. The entire cutis is filled with a mass which contains 
in part loose, poorly staining, spongy collagen in which there are scattered fibroblasts and plasma 
cells as well as many dilated blood vessels. In other areas, the collagen is denser and stains 
deeply. The mucin stain is negative. The diagnosis is traumatized fibroma. 


DISCUSSION 


Dr. A. J. Orruss: My clinical impression is that this lesion is a cyst though very firm in 
consistency. I do not believe it is a solid fibroma and believe that histologic examination upon 
complete excision will prove the point. 

Dr. Davin Btoom: Pathologic examination of the tumor when removed will undoubtedly 
show that it is not a simple fibroma. The lesion shows several small cysts which are not a part 
of a simple fibroma. I agree with Dr. Orfuss. 


Acanthosis Nigricans. Presented by Dr. D. B. Batu. 


H. C., is a 50-year-old woman whose mother had carcinoma of the breast. She herself in 
October, 1953, had a mastectomy of the right breast with removal of a mass in the right axilla. 
The condition of the skin and oral mucosa began in September, 1954, about one year after 
the above operation. Areas of brownish papillomatosis are now present on the sides and back of 
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the neck, in the axillae, and in the intermammary regions. On the trunk and extremities there 
are many verrucae, most numerous on the hands and forearms. There are some verrucae on the 
face and scalp. 

On the hard palate and in the angles of the mouth there were papillomatous masses which 
have been destructively treated and are now nearly entirely gone. The mucosa of the upper lip 
presents some papillomatous proliferation. The tongue is fissured. 

The palms, fingers, and soles present yellowish hyperkeratosis which also is verrucous. Within 
the last few weeks, areas of leuconychia have appeared in the regions of the lunulae of some of 
the nails. One or two of the nails are bluish. 

The patient is receiving steroid therapy and vitamins. Previous to the appearance of the nail 
changes, the patient received Atabrine for a tapeworm infestation. 


DISCUSSION 


Dr. A. J. Orruss: I would like to have discussed the relationship of the warts to the 
acanthosis nigricans. Similarly I am puzzled by the presence of the yellowish hyperkeratosis of 
the palms. Are these in any way related to the acanthosis nigricans? 

Dr. Davip Bioom: Although I do not remember having seen a case of acanthosis nigricans 
with numerous filiform verrucae on the extremities and with keratoderma palmare, I believe that 
this is a case of acanthosis nigricans. Thorough investigation of the abdominal viscera for 
malignancy is necessary. 

Dr. Victor H. Witten: The cancer which is associated with acanthosis nigricans is found 
usually in the abdominal cavity, although some are also found in the thorax. To find the primary 
carcinoma in the breast with an associated acanthosis nigricans must be rare indeed. 


Dr. D. B. Battin: Verrucae have been described in other cases of this condition. In fact 
the patient presents all the other types of lesions which have been previously described. I 
remember that nail changes were described by Pollak in the Dermatologische Wochenschrift 
of 1928, but I have not had time to read this article for comparison. The bibliography in Sutton 
(1939) gives numerous references. 


Hypertrophic Neurodermatitis. Presented by Dr. Ernst ROSENBAUM. 


B. G., a 51-year-old white man, was seen for the first time on Jan. 4, 1955. The patient 
complains of itching of the scrotum for over two years and sores that formed after scratching. 
The patient has had diabetes mellitus for 16 years and has taken insulin for 10 years. A blood 
sugar determination two months ago was 150 mg. per 100 cc. Other history is irrelevant. The 
patient denies ever having had syphilis. 

The scrotum presents, on the left side, a large indurated, raised growth about 2 in. (5 cm.) 
in diameter with central ulceration. The rest of the scrotum presents many ulcerated areas with 
surrounding scaling and induration. There is no palpable adenopathy. On the back of the right 
hand the patient has a raised keratotic brownish-blue, large pea-sized nodule. 

Serologic tests for syphilis are negative. A biopsy specimen, Jan. 6, 1955, from the scrotum 
was read by Dr. Sims as follows: The section has features of the hyperplastic variety of neuro- 
dermatitis as seen on the scrotum. There is no evidence of prickle-cell epithelioma. 

Dr. M. Richter, reviewing the slides upon special request, suggested the possibility of a neuro- 
genic or myogenic neoplasm. 

DISCUSSION 

Dr. CHARLES WoLF: Despite biopsy findings of the absence of malignancy, I am strongly 

suspicious that carcinomatous changes do exist in certain areas of the ulcerated lesion. 


Dr. Davip Bioom: This lesion does not appear as neurodermatitis. Because of the state- 
ment by Dr. Richter that this might be a myogenic or neurogenic tumor, I would be inclined to 
favor the diagnosis of myoma, as dartoic myomas are known to occur on the scrotum. 

Dr. D. B. Batutn: I think the large lesion should be excised and completely sectioned to 
rule out neoplasm. 


Acrodermatitis Chronica Atrophicans. Presented by Dr. Conrap STRITZLER. 


H. B., a 61-year-old Scandinavian housewife and nurse, is presented with a five-year history 
of a purplish discoloration of the skin of both knees. She has had varicose veins for many years. 
In 1954 she was given sclerosing injections, with some temporary improvement. Throughout this 
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period there have been repeated episodes of cellulitis involving one foot and leg, apparently 
spontaneous in onset and subsiding after two or three weeks. For the past two months she has 
had a small ulcer on each ankle. 

In 1942 she had a cholecystectomy and appendectomy. For many years she has had hay 
fever, chiefly autumnal, controlled by Pyribenzamine. Three days ago she had a bilateral vein- 
stripping operation, and since then she has been receiving 1,000,000 units of penicillin daily. 

Examination reveals purplish, cigarette-paper-like atrophy of the skin of both knees. There 
are varicose veins on both legs, and there is a small ulcer on each ankle. Moderate cyanosis is 
noted on dependency. There is lichenification about each ankle; arterial pulsations are normal. 
There are no nodules, and no ulnar band is present on the forearm. 

The case is presented to elicit opinion on the following questions: 1. Was venous surgery 
advisable? 2. What effect will it have on the acrodermatitis ? 


DISCUSSION 

Dr. FranK E. Cross: Venous ligation was definitely indicated here. 

Dr. Maurice Umansxy: Three or four years ago Scandinavian authors introduced 
penicillin in the treatment of acrodermatitis chronica atrophicans. They evidently also considered 
the possibly infectious nature of this condition. This method of treatment has not been used lately. 
I wonder why? 

Dr. Victor H. Witten: There are now several reports in the literature, including my 
own, attesting to the therapeutic effectiveness of penicillin for acrodermatitis chronica atrophicans. 
So that there will be no misunderstanding, it should be pointed out that large doses of penicillin 
given intramuscularly for this condition often relieve or improve subjective symptoms, bring 
about fading of the bluish discoloration, and reduce the infiltration which is present in many 
cases. The treatment does not produce any clinical changes in the existing atrophy. The concept 
of an infectious etiology is not new, and when this disease was seen to respond satisfactorily to 
penicillin therapy, the role of infection was again considered seriously. But just as some of the 
other “antibiotics” have properties other than bactericidal, or bacteriostatic, so may penicillin. 
Thus it may be that some as yet unknown property of penicillin that is not antiinfective, acts 
beneficially in this disease. 

Dr. Conrap StriTzLER: I would like it understood that this patient had large, thumb- 
sized varicose veins and not merely veins which were visible because of the cutaneous atrophy. 
She was referred by a surgeon who wanted an opinion as to whether the acrodermatitis contra- 
indicated vein surgery, especially in view of the traumatic vein-stripping procedure he contem- 
plated. In spite of the vague rumors I have heard for years of the dire consequences which might 
follow vein surgery in acrodermatitis, I could see no other way of helping this patient with her 
severe varicose vein disease. I therefore, advised vein surgery, plus penicillin in large doses, 
since the latter may favorably influence acrodermatitis. At the time of this discussion, only four 
days after surgery, one cannot say what the outcome will be, but nothing catastrophic has 
occurred this far. It will be interesting to await developments. 

The patient was contacted on Feb. 10, 1955, and she stated that the operative wounds had 
healed perfectly, and she had made an uneventful recovery. The small ulcers about each ankle 
also healed rapidly after the operation and have remained healed to date. 


a on Erythroderma. Presented by Dr. S. Friep (by invitation), and Dr. Franz HERRMANN. 
ic Purpura, Cause? Presented by Dr. CONRAD STRITZLER. 

hecuent Uhr’ of the Leg. Brestated by Dr. D. B. BALLIN and Dr. S. G. CLyMaAN (by invitation). 

Photosensitivity? Toxicoderma? Presented by Dr. I. Lusowe and (by invitation) Dr. S. Rossins. 


Nevus Spilus, Generalized. Presented by Dr. I. LuBOwE. 
CHICAGO DERMATOLOGICAL SOCIETY 


Julius E. Ginsberg, M.D., President 


Irene Neuhauser, M.D., Secretary 
Jan. 19, 1955 





Case for Diagnosis. (Lupus Erythematosus? Pityriasis Rubra Pilaris?) Presented by 
Dr. Davip V. Omens and (by invitation) Dr. Harotp D. Omens and Dr. Leonarp Hort. 


The patient is a white man, a dock worker, aged 39. About four months ago he first noticed 
the appearance of several small, red, discrete lesions on the abdomen. These lesions were mildly 
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pruritic, but as a whole, not troublesome, and so the patient ignored them. Some two months 
later, similar lesions appeared on the arms and face, and soon after this a red, rapidly spreading 
lesion developed on the anterior chest and neck. The patient has tried many local remedies with- 
out apparent help. 

Past history is noncontributory. Physical examination except for the lesions described is 
normal. 

Laboratory findings: Blood: Hemoglobin 86%; leucocytes 9400, with 70% polymorpho- 
nuclears, 4% band forms, 26% lymphocytes. Urine normal. Kahn reaction negative. Blood 
chemistry : Nonprotein nitrogen 32 mg. per 100 cc., total protein 6.0 gm. per 100 cc., cholesterol 
194 mg. per 100 cc., alkaline phosphatase 1.7 Bodansky units, cephalic flocculation 0, thymol 
turbidity 5 units, gamma globulin 1.05 gm. per 100 cc. Biopsy specimen is presented. 


DISCUSSION 


Dr. Freperic T. Becker, Duluth, Minn.: I was impressed with his general complaints, 
that of muscular pain and weakness. He states that he had difficulty shaving and had to rest 
several times during the process. His muscles were tender on pressure. He had difficulty raising 
his arms over his head and, unfortunately, we had no area to lay him down to give the usual 
test which tests the patient’s ability in rising from flat to sitting position without the use of the 
hands. In lumbar muscle diseases, the patient usually has to turn on his side and push up with his 
arms. About his eyelids there was heliotrope coloration, and there were telangiectatic areas 
scattered around the fingertips. I would suggest that this is most likely a case of dermatomyositis, 
and I would suggest a muscle biopsy. 

Dr. HAMILTON MonTGOMERY, Rochester, Minn.: The histopathologic section did not reveal 
evidence of lupus erythematosus. There was a little parakeratosis. The sections simply revealed 
a nonspecific dermatitis. Clinically the patient had definite heliotrope eyelids and a generalized 
muscle tenderness with weakness. I thought this was an early case of dermatomyositis. 


Alopecia Ophiasis. Presented by Dr. Davip V. OmeEns and (by invitation) Dr. Harotp D. 
Omens and Dr. Leonarp Horr. 


The patient is a Negro, aged 15. About two years ago he developed a small area of alopecia 
near the vertex of the scalp. This lesion was treated with some ointment, and in a few months, 
the hair regrew. One year after the hair had completely regrown (spring of 1954), he noticed 
another area of alopecia commencing on the back of the head, which spread rapidly to involve 
the present areas. He was not ili during either of these two episodes, and has not been taking 
any drugs. 

The patient has had the usual diseases of childhood without sequelae. The family history 
is noncontributory. 

Treatment with ultraviolet light, ethyl chloride spray, ointments and placebo were all 
ineffective. 

Laboratory studies were all within normal range. Sickling preparation was negative. Kahn 
reaction was negative. 


Pili Torti. Presented by Dr. Epwarp H. Fercuson (by invitation). 


DISCUSSION 


Dr. Cart W. Laymon, Minneapolis: The term ophiasis refers to a marginal loss of hair, 
usually beginning at the temples or posterior portions of the scalp. The lesions usually coalesce. 
The term “ophiasis” is derived from the Greek ophid meaning serpent, and the margins of the 
area of alopecia are usually serpentine. This case is rather unusual in that the initial lesions 
ocurred on the crown. It has been said there are no exclamation point hairs in this type of 
areata. This is a poor point because in this case there are many. The most important feature 
of ophiasis is its extreme resistance to treatment. 


Myxedema and Localized Myxedema. Presented by Dr. THzoporE CornsLeeEt and Dr. 
Swwney Barsky and (by invitation) Dr. Leonarp Horr. 


The patient, a white man aged 62, entered the hospital with complaints of swelling of the 
legs, periorbital edema, and lassitude since 1939. He also has noticed some “thickening of the 
fingers” for the last 10 years. — 
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In 1938 the patient underwent a thyroidectomy for “toxic goiter.” Approximately two months 
after surgery he noticed a swelling of his legs, which only partially disappeared with bed rest. 
He was treated by a physician who prescribed thyroid, 2 grains (0.12 gm.) per day, and two 
“red pills.” He has continued on this medication until the present time. In the last two months 
the swelling has become much worse. 

He has a bilateral chronic otitis media. The family history is noncontributory. 

Physical examination: Temperature 98 F; pulse 54; respirations 18; blood pressure 110/65. 
The patient is obese, lethargic, slow, and thick of speech. The tongue is enlarged. The skin is 
dry and coarse, and there is a partial alopecia of the eyebrows. The periorbital tissues show a 
nonpitting type of edema. The legs show a nonpitting edema, and appear to contain a gelatinous 
material. The fingers are markedly clubbed. 

Laboratory findings: Blood: Hemoglobin 88%, leucocytes 9000 with 60 polymorphonuclears, 
3 band forms, 1 basophile, 30 lymphocytes, and 6 monocytes.- Urine is normal. [181 uptake 4%. 
Protein-bound iodine 0.009 mc/liter of plasma (0.008-0.064 is hypothyroid range). Thorne test 
with 25 units of corticotropin (ACTH) intramuscularly: 253 eosinophiles before test and 44 
eosinophiles four hours after corticotropin was given. Basal metabolic rate —29% and —37%. 

Blood chemistry: Nonprotein nitrogen 30, fasting blood sugar 105 mg. per 100 cc., total 
protein 6.5 gm. per 100 cc., gamma globulin 0.84 gm. per 100 cc., cholesterol 368 mg. per 100 cc. 
Kahn reaction negative. Biopsy specimen shown. 


DISCUSSION 


Dr. Lours A. Brunstinc, Rochester, Minn.: The association of circumscribed myxedema 
of the skin with postoperative myxedema in the classic sense is rather unusual. Such patients 
are apt to be sensitive to small doses of thyroid extract. The Norwegians have reported benefit 
from the administration of cortisone in patients with circumscribed myxedema, but I have not 
been able to confirm it. Sometimes the administration of thyroid extract plus strong iodine 
solution (Lugol’s solution) brings about general improvement and the condition of the legs 
is benefited by supportive bandages. 

Dr. Sture A. M. Jounson, Madison, Wis.: Evidently a hormonal material has been isolated 
from the pituitary gland which will cause exophthalmos of the type seen in this patient. When 
the thyroid gland is removed as it has been in this case, the myxedema- or exophthalmos- 
producing hormone of the pituitary is not blocked and exophthalmos occurs. The administration 
of thyroid, 0.6 to 0.7 gm. per day, which will produce toxic reactions like tachycardia, weight 
loss, and anxiety, will control or block to some degree this pituitary materia] and so will cortisone, 
300 mg. daily. 


Dr. STEPHEN RoTHMAN: The rationale for treating localized myxedema with cortisone is 
obviously the aim to suppress the pituitary. High doses must be given to achieve this effect. The 
pituitary hormone causing exophthalmos seems to be responsible also for localized myxedema. 
I do not believe this patient has either generalized or localized myxedema. All I can see is 
chronic lymph stasis with secondary fibrosis. 


Dr. THEODORE CoRNBLEET: This man’s condition is interesting because we find combined 
in him both generalized and localized pretibial forms of myxedema. One wonders why they do 
not appear more frequently after thyroidectomy. In some current work we are doing it 
appears the mucopolysaccharides are somewhat different as they occur in the two forms of 
myxedema. We did not succeed in clearing localized myxedema with hydrocortisone but we are 
thinking of trying larger doses next time. Hyaluronidase does shrink these formations, though 
temporarily only. Hyaluronidase has been reported in use systemically for myxedema just as for 
calcinosis. I am under the impression such administration is unsuccessful. 


Pyoderma Gangrenosa. Presented by Dr. SaMUEL M. BLUEFARB and Dr. Harotp H. Ropin 
and (by invitation) Dr. LEonarp Hot. 


This case was shown to this Society three months ago, and is presented at this time to show 
the results of therapy and further study. 

In brief résumé of her history, the patient is a 25-year-old woman admitted to the hospital 
in September, 1954, with tremendous ulcerations of the buttocks, arm, and neck. She had been well 
until 1952, when after the birth of her child, she suffered severe hemorrhage, pneumonitis, and 
severe cystitis. She was treated with whole blood and injections of penicillin into the buttock. 
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Soon after this the buttocks became edematous and then developed large ulcers. She was treated 
with cortisone and supportive therapy and healed in a few months. 

On Sept. 12, 1954, the patient had a spontaneous abortion, and received several injections of 
penicillin as part of her therapy. On Sept. 18, she developed swelling and pain in the buttocks 
and a rather profuse diarrhea. On Sept. 22, her buttocks began to ulcerate, and the lesions spread 
rapidly. 

She was admitted to the hospital, and despite all. treatment the ulcers progressed. She was 
seriously ill with a high temperature and general toxicity. All deep skin cultures were negative ; 
repeated blood cultures and urine cultures were sterile. Barium studies were unavailable, and the 
stool studies were inconclusive because of the great amount of Kaopectate and bismuth sali- 
cylate the patient had consumed before coming to the hospital. At this time she was shown to this 
Society. 

Since the patient was considered preterminal, therapy was immediately started with tetra- 
cycline, cortisone, 300 mg. per day, whole blood transfusions, and activated zine peroxide to the 
lesions daily. In two days the temperature fell to 99 F, her appetite improved and her speech 
became coherent. At this time a culture of the sternal marrow showed bacterial growth, and the 
dosage of tetracycline was increased. 

On Noy. 11, Endamoeba histolytica was found in the stool, and the patient was started on 
Emetine and chloroquine therapy. At the conclusion of this therapy the dosage of cortisone 
was decreased stepwise until Dec. 29, 1954, when cortisone was stopped. By this time the lesions 
of the arm and neck had healed, and the lesions of the buttocks had regressed considerably. 

The patient continued to do well with Jaline dressings to the lesion, plus tetracycline, but on 
Jan. 13, 1955, she again became toxic and the lesion again started to progress. 


Note: Amebae were not demonstrated in the skin lesions. 


DISCUSSION 


Dr. ApoLtpH ROSTENBERG Jr.: As Dr. Ginsberg said, this case was presented previously 
with this diagnosis. I do not know of anything new to say. It is my belief that pyoderma 
gangrenosum probably develops on the basis of a Shwartzman phenomenon. In this case a focus 
of endamebae has been demonstrated, but I do not know whether endamebae are capable of pro- 
ducing a Shwartzman type response. 

The question came up as to the role of cortisone in this case, which aspect Dr. O’Leary 
also discussed. We were both adverse to its use, and I believe subsequent events bore us out. 
She improved greatly while under therapy, which included cortisone and antiamebic therapy. 
On the 29th of December the cortisone was stopped and on the 13th of January she had a relapse. 
I do not know whether it was a rebound phenomenon by virtue of the discontinuance of the 
cortisone therapy, and no one can say. However, I think it is conceivable. One might ask, can- 
not we do something about a Shwartzman reaction? Unfortunately, we cannot answer that very 
readily. All we can do is to eradicate the focus in this patient of the endamebae and hope that 
time alone will take care of the rest. 


Dr. Henry MIcHELSON, Minneapolis: I would like to call Dr. Rostenberg’s attention to an 
article from Gans’ Clinic in which sections from a lesion of pyoderma gangrenosum showed 
deep vessels which had the changes of periarteritis nodosa. 


Dr. Louis Brunstinc, Rochester, Minn.: Patients with ulcerative colitis and pyoderma 
gangrenosum are unusually sensitive to a variety of stimuli, including drugs, transfusions, injec- 
tion of vaccines, and so forth. Now that surgical mortality is reduced to a reasonable level, 
the procedure of colectomy may be approached with confidence in the early stages. The use of 
cortisone or ACTH in these patients sometimes brings about dramatic results, as was manifested 
here. The use of the hormones in patients with colitis is a delicate maneuver in the face of 
untoward incidents which may develop from long-continued dosage. 

Dr. SAMUEL M. BLuEFaRsB: This patient is presented again to demonstrate the results of 
steroid therapy. Since the last presentation, amebae were found to be present in the gastro- 
intestinal tract although amebae were never found in the skin. 

You may recall, we did not agree as to the advisability of steroid therapy. However, the 
internist attributed the patient’s improvement and the good result to steroid therapy, and when 
this therapy is discontinued she shows regression. It is the belief of the internists that we should 
return to steroid therapy. 


(Nore: The patient died one week later of an overwhelming bacteremia infection.) 





A. M. A. ARCHIVES OF DERMATOLOGY 


Von Recklinghausen’s Disease with Degeneration. Presented by Dr. James R. WEBSTER 
and Dr. STaNLEY HurrF and (by invitation) Dr. Cartos Det Busto. 


The patient, a white woman, aged 70, emaciated, is unable to give any history. Her husband 
states that she had a heart attack five years ago, which included shortness of breath and edema 
of both ankles. She was then well until a week previous to admission on Jan. 5, 1955, when she 
lost appetite and became lethargic and unresponsive. She also has been coughing for at least 
one week prior to admission and had nosebleeds several times a few days prior to admission. 

On physical examination, patient is alert but almost deaf. Ears, nose, and throat are negative 
except for a smooth pale tongue covered with a white film. Lungs are clear to percussion and 
auscultation. Heart tones are distant; no cardiomegaly; systolic murmur, Grade 1, heard at 
apex. Pulse 90, blood pressure 110/80. Liver is enlarged two fingerbreadths. Stool is benzidine 
negative. 

Skin shows many soft tumor masses involving the entire body. Some of them are pedunculated, 
and there are some with raw surface, bleeding, and hard. 


Laboratory findings: Urine normal. Blood: Hemoglobin 26%, red cells 1,240,000; leucocytes 
8600, with 78% neutrophiles, 17% lymphocytes, 6% monocytes, 1% band forms. Aniso, ++++; 
poikilo. ++; polichrom. +; toxicity ++. Blood chemistry: Total protein 5.4, albumin 3.9, 
globulin 1.5 gm. per 100 cc.; nonprotein nitrogen 38 mg., glucose 11.5 mg. per 100 cc. 

Sternal marrow showed pernicious anemia. 


X-ray of bones showed osteoarthritic changes. Gall bladder showed small biliary calculi? 
Esophagus, stomach, and duodenum negative. Biopsy specimen was presented. 


Von Recklinghausen’s Disease with Degeneration. Presented by Dr JamMEs R. WEBSTER 
and (by invitation) Dr. Cartos Det Busto. 


DISCUSSION OF TWO PRECEDING CASES 


Dr. Sture A. M. JoHNnson, Madison, Wis.: Rather than discuss the tumors with degener- 
ation in these two patients with Von Recklinghausen’s disease, I would call your attention to 
the elasticity of the skin and looseness of the joints demonstrated in both patients. These two 
changes help place Von Recklinghausen’s disease in the group of so-called fibroelastic dysphasias. 
The other conditions making up this group are osteogenesis imperfecta (Lobstein’s disease), 
Ehler-Danlos syndrome, and Marfan’s disease. Each of these four diseases or conditions has 
features which help differentiate one from another. One only has to mention the arachnodactyly, 
vascular abnormalities, and subluxation of the crystalline lens in Marfan’s syndrome; the pseudo- 
tumors, calcification and scars of Ehlers-Danlos syndrome, and the blue sclera of Lobstein’s 
disease. 

Dr. Francis W. Lyncu, St. Paul: Both of these patients were too ill to submit to thorough 
examination by the members of the Society and neither could give a very clear history. Their 
general appearance would suggest that systemic or visceral malignant change is present. 
Malignancy occurs in neurofibromatosis in several manners. The individual lesion can undergo 
a malignant change and this seems to occur oftenest in large fibromas at or near the ankles. 
In addition, there is a tendency for malignancy to develop apart from the neurofibromas. There 
seems to be an increased incidence of carcinoma of the breast in patients with this disease. 
The mechanism is not clear but perhaps there is some relationship with endocrine disturbance, 
the latter being known to influence unfavorably many cases of carcinoma of the breast and to 
have a similar unfavorable influence on neurofibromatosis. 

Dr. SamuEet M. BLuEFAaRB: Pernicious anemia was present in the first patient. 

Dr. Leonarp Horr (by invitation): In the first case, biopsy was taken from the hard, 
inflamed, though small, lesion on the back, which is almost in the center and is fixed. 

In the second case, our report from People’s Hospital was lost en route and we do not 
definitely know what was found. We are running our own repeat biopsy at present. She does 
have a large, draining sinus in the lumbar area. 

I simply brought this out because at the meeting several years ago Dr. Cooper said he had 
never seen a neurofibroma which had undergone true sarcomatous degeneration. We thought it 
would be interesting to show these two cases because in both there are true malignant changes. 
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Bullous Eruption: Case for Diagnosis. Presented by Dr. SamuEL M. BLUEFARB and (by 
invitation) Dr. J. P. Grirrin, Northwestern University Medical School. 


This 30-year-old white, married woman, came to the clinic for the first time in November, 
1954, complaining of (1) painful patches in mouth for 18 months, and (2) bullous lesions on lower 
arms and legs for six months. 

The patches in her mouth come and go, but at no time is she ever entirely free of them. 
They are moderately painful. The entire mouth has been involved at one time or another. 

The lesions on her arms and legs are bullous; sometimes number as many as 15 spots— 
seldom more than 1 cm. in diameter, except by confluence. She has had one or two spots between 
the shoulder blades. The lesions are shallow and quickly crust over, and heal with only moderate 
pigmentation remaining. There are no lesions in the vagina. 

Her previous history is negative, except that during one pregnancy she developed a generalized 
rash, which her family physician diagnosed as neurodermatitis. It left quickly and never recurred. 

The patient relates the lesions on arms and legs to trauma, but is sure that sometimes they 
occur spontaneously. 

She takes two Anacin tablets once a month for menstrual pain. There seems to be no relation 
to tooth paste, false teeth, mouth washes, etc. 

Twice she has been given short’ course of hydrocortisone therapy, 60 mg. per day for three 
weeks, with no noticeable improvement. Her complete blood count and serology are normal. 
A patch test with 40% potassium iodide was negative. Urine did not fluoresce under the Wood’s 
light, and was negative for porphyrins as well, chemically. Chest plate was negative. Biopsy 
specimens taken from two different areas on her legs were nonspecific. 

The patient was kept away from all medication for two months. The lesions in the mouth, 
if anything, were worse during this period. Those on her legs improved, but new ones did develop. 


DISCUSSION 


Dr. JosePpH Grinpon, St. Louis: In Dr. Bluefarb’s case the lesions of the mouth do not 
have the appearance of pemphigus. Dermatitis herpetiformis with oral lesions is rare. She gives 
a definite ‘history of having used iodized salt for some time. I believe that there is a possibility 
of this condition being caused by a sensitization to iodides. 

Dr. Harotp SHELLow: In Dr. Bluefarb’s case I notice that beneath the erosion at the 
frenulum there is granulation tissue with suggestive undermining. May I suggest a diagnosis 
of periadenitis mucosa necrotica recurrens which may be due to sensitization to food or other 
allergens, in spite of the fact that this disorder is usually unaccompanied by changes on the skin. 

Dr. SAMUEL M. BLueEFars: This has been a diagnostic problem at Northwestern University, 
and all we can state at this time is that the patient has a bullous disease. We were unable to 
arrive at a specific diagnosis in this case. 

We are grateful to Dr. Grindon for the suggestion that this may be due to iodine. We will 
have the patient stop iodized salt. 

The last few cases of periadenitis mucosa necrotica recurrens which I have seen have been 
associated with hypersplenism, in which there is a leucopenia and a thrombocytopenia of the 
peripheral blood with an active or normal bone marrow. I believe the mechanism in periadenitis 
mucosa necrotica recurrens is due to the lowered white count (leucopenia) since these patients 
also have cutaneous pyodermas. Since all of these blood studies were normal, it is my impression 
that we are not dealing with periadenitis mucosa necrotica recurrens. 

(Note: The bullous lesions cleared when the patient was placed on a salt-free diet and sul- 
fapyridine orally.) 


Unusual Keloid. Presented by Dr. THEODORE CoRNBLEET and Dr. Sripnrey Barsky and (by 
invitation) Dr. Cartos Dex Busto. 

The patient, a white woman, aged 41, well developed and nourished, states that she has 
noticed skin trouble for the last 14 years, that the lesions are small at first and then they grow. 
They are localized over the chest anteriorly and posteriorly. There are no subjective symptoms. 

In her past history are scarlet fever, measles, and chicken-pox in childhood; an abdominal 
operation in 1946 (?); left and right sympathectomy in 1954 because of Buerger’s disease. She 
has three normal children. Husband is normal. 


753 





A. M. A. ARCHIVES OF DERMATOLOGY 


Physical examination is essentially negative except for (a) abdominal operative scars; (b) 
small ulcerative lesion involving the second toe of the left foot of several months’ duration, 
and coldness of both feet, and (c). multiple lesions localized on upper regions of the chest, on 
anterior and posterior aspects, sized several millimeters to 3-4 cm. They are erythematous, 
indurated, not painful, not pruritic, round, elliptical, linear, and elevated. 


DISCUSSION 


Dr. Freperic T. Becker, Duluth, Minn.: There is no doubt that this lady has a tendency 
to keloid formation. She has a keloid at the site of her surgery of the appendix and also at the 
site of her recent lumbar sympathectomy. The keloid in the back is unusual. She has an acne- 
form eruption; undoubtedly, this could have been an infected cyst and due to trauma; the scar 
developed. My main interest in this patient was the peripheral vascular disease, which, in my 
experience, is rather unusual. This suggested Raynaud's diseasé, yet the entire picture suggested 
Buerger’s disease, which is extremely rare in women. 

Dr. Francis W. Lyncu, St. Paul: Even when it is not easy to make a clear distinction, I 
think we should attempt to distinguish between hypertrophic scars and true keloids. A history 
of injury suggests the former but certainly is not always an informative factor. I believe there 
is a clinical feature which is helpful in distinguishing between the two conditions, When active 
extension is present in a true keloid it usually is manifested by redness and swollen progression 
only at one or several points at the margin of the thickened scar. In contrast, in hypertrophic 
scars the tendency is for the entire thickened area to be red and swollen and the enlargement to 
be general around the margin, but only to a certain point, after which marginal extension ceases 
and the active inflammation is manifest only by the diffuse redness and minor discomfort. 

Dr. THEODORE CornBLEET: This woman has acne lesions on her face and I believe these 
peculiarly shaped keloids on her chest resulted from former acute lesions. She has double come- 
dones and these dumbbell-shaped keloids can be visualized as sequels of such formations. 
Hyaluronidase may be used in the treatment of keloids, whether of the true or the false variety. 

Originally a Yale group used corticotropin for the prevention and treatment of keloids, and 
they injected the hormone locally with hyaluronidase for spreading. They claimed good results. 
I found that if I infiltrated with hyaluronidase alone I got just as good results, and, of course, 
we all know that the action of ACTH is systemic on the adrenal, whereas hyaluronidase acts 
locally. When hydrocortisone is injected intradermally, there follows a temporary pseudoatrophy. 
I have seen some reduction of a keloid by this means, but it is too soon to say how far this 
improvement will carry. 

Dr. Harotp M. Spinxa (by invitation) : I have seen a case of industrial burn with keloid 
formation, and the patient was sent to Dr. Oliver, who recommended Hydrocortone ointment, 
and the inflammation subsided very nicely. Of course, that was just on one case. 


Erythema Induratum? Presented by Dr. S. M. BLureFrars and Dr. Harotp H. Ropin and 
(by invitation) Dr. Cartos Det Busto. 


DISCUSSION 


Dr. Henry MICHELSON, Minneapolis: I thought this patient had one point worthy of 
mention, namely, the eczematization about the ankles. In my experience in true erythema 
induratum I have not seen eczematization about the lesions. 


Lupus Miliaris Disseminatus Faciei. Presented by Dr. Matcotm C. Spencer, Danville, 
Ill. 


F. L., a white woman, Lithuanian, aged 36, states that cutaneous changes on the face appeared 
on the chin some time in about May of 1954. These changes were transient but recurred some 
time twe or three months later. The papular eruption has persisted. She has noticed that 
emotional tension caused increase in prominence of lesions. Drug history is negative. 

She gives a history of pulmonary tuberculosis in 1938, at the age of 20, with sanatorial care. 
She has had no recurrence of active pulmonary tuberculosis since discharge. The last chest 
x-ray in August, 1954, was negative for activity. 

Dermatological examination : Scattered papular eruption confined to the face with predominant 
groups seen near the outer canthus of the eyes, and in the vicinity of nasal labia fold. Papules 
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are brownish in coloration and have on occasions had an associated scaling secondary to local 
therapy. Papules are firm, but not indurated. No “apple jelly” noted on diascopic pressure. 

Histologic examination: In the corium there are sharply defined infiltrates some of which 
lie in the vicinity of the pilosebaceous follicles. The infiltrate is predominatingly lymphocytic, 
and contains a few epithelioid cells. No giant cells or caseation necrosis is noted. 

Response to treatment: Patient has been followed periodically for four months. Fluctuating 
course of prominence of lesions has been noted, but no significant response to therapy, including 
superficial x-ray, vitamin D., tranquilizing drug, and dietary restriction, has been noted. 


DISCUSSION 


Dr. Henry E. MicHetson, Minneapolis: I think this is a case of a lupoid type of rosacea. 
Unfortunately, the microscopic section did not include one of the lesions. I thought that the 
morphology was definitely against the diagnosis of lupus miliaris disseminatus faciei. 

Dr. S. J. Zakon: About 15 years ago I presented a young woman with the diagnosis of 
lupus miliaris disseminatus faciei. The lesions were exactly like those of this patient. At that 
time Dr. Caro suggested that I use a strong sulfur preparation topically. With use of a 40% 
sulfur zinc paste the patient’s skin cleared rapidly. 

Dr. STEPHEN RotHMAN: In lupus miliaris disseminatus, the nodules have a brown-red 
“lupoid” color with typical residue on diascopy. In this case the few small lesions are conical 
papules and papulopustules, and some have a scale on their conical top. I believe this is rosacea 
or Lewandowsky’s rosacea-like “tuberculid.” 


Case for Diagnosis. Presented by Dr. Francis E. SENEAR and Dr. IRENE NEUHAUSER. 


E. W., a white man aged 57, presented a generalized eruption which began to develop about 
two years previous to examination. The eruption first developed on the calf of the right leg 
and gradually spread over the trunk and extremities. The patient has a mild Méniére’s disease 
but is otherwise in good health. During the past three or four months he has had slight itching 
but no other subjective symptoms associated with the skin eruption. 

On physical examination several types of lesions were present. There were ill-defined, 
slightly infiltrated patches on the trunk and upper arms. These lesions were present in largest 
number over. the shoulders. There were firm, white atrophic lesions, most of them with an 
erythematous, slightly infiltrated periphery, on the sides and anterior surface of the trunk. The 
tibial surface of the legs had a chapped appearance, and there was a slightly atrophic, bluish 
reticular eruption on the calves of both legs. 

Laboratory findings: The blood picture was normal and the bone marrow elements were 
within normal limits. 

Histopathologic report: Two biopsy specimens were taken, one from the abdomen, the other 
from the left scapular area. 

In the section from the abdomen the epidermis is thin and atrophic, in one place only a few 
cells in thickness. Rete pegs have disappeared. Mild intra- and intercellular edema is noted, and 
occasionally a small microscopic vesicle is noted within the epidermis. Just beneath the epidermis 
there is a well-outlined horizontal band of light-staining collagen tissue made up of fine 
edematous-appearing fibrils. The rest of the collagen appears more or less normal. A moderate 
number of dilated blood vessels are seen high up in the cutis with an infiltrate mostly of lympho- 
cytes and a few eosinophiles located around and between the blood vessels. The microscopic 
changes in this section are suggestive of the Jacobi type of poikiloderma. 

The section of the skin from the left scapular region shows practically no atrophy of the 
epidermis, but a more pronounced vascular response is evident. The upper corium is not nearly 
as edematous in this section also; therefore, we must interpret this section as a nonspecific 
chronic dermatitis. 

DISCUSSION 

Dr. Epwarp A. OLiIver: I was fortunate enough to see this case in the office with Dr. Senear 
and I think it is a most interesting one. When I first saw the patient I thought it could be 
a beginning poikiloderma, a generalized morphea, or a parakeratosis variegata. We did not 
come to any definite conclusion. After examining him today I think that there is a possibility 
of his developing a generalized poikiloderma. There are definite areas of atrophy on the buttocks 
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and there are areas of telangiectasia giving the appearance of a radiodermatitis. He has no 
myositis, and a number of the signs of poikiloderma are not present, but I think that diagnosis 
should be considered. 


Dr. ApoLpH ROSsTENBERG Jr:: I think it is usually temerarious or foolhardy to disagree 
with diagnoses made by Dr. Oliver and Dr. Senear, but I am going to have my annual fling at it. 
I think this case fits in with what in the old days went under a variety of names such as 
dermatitis chronic atrophicans of Csillag or lichen albus of Zumbusch. These, along with white 
spot disease or card-like scleroderma have been subsumed under the caption lichen sclerosis et 
atrophicus. I believe the present case fits that label. 

Dr. STEPHEN RoTHMAN: It would be unusual to have poikiloderma lesions sharply circum- 
scribed and having pale atrophic centers and violaceous border. 1 think this is morphea. 


Dr. James B. Howe tt, Dallas, Texas: This is one of the most interesting cases of the 
afternoon. I thought of the possibility of early mycoses fungoides with atrophy. Dr. Oliver and 
Dr. Senear describe these as poikiloderma-like changes. I would suggest the diagnosis of early 
mycoses fungoides. ; 

Dr. Francis E. SEnEaR: I agree with all of the speakers that this is an unusual picture. 
I certainly cannot relate it to anything resembling the lichen sclerosis et atrophicus group. 

Dr. Howell mentioned mycosis fungoides. You will all recall that Dr. Oliver reported many 
years ago on a patient from the Veterans Hospital, who had an extensive poikiloderma of the 
Jacobi type and eventually did develop mycosis fungoides. That was what I had in mind when 
I suggested this as a possibility. However, a very obscure type of parapsoriasis which may 
eventually turn into a mycosis, but is not actually that from the beginning, would have to be 
considered. I am not quite able to make up my mind as to which one of the two I favor, but in 
the office when I saw him I felt a morphea with a poikiloderma element was the more probable 
diagnosis, and I still feel that way today. There is still some telangiectasia, but not nearly as 
much as in my mental picture of poikiloderma. I think we will be very much interested some 
10 or 15 or 20 years from now as to what happens to this man. However, I feel it rests between 
a poikiloderma cr a morphea, and I am slightly in favor of the latter. 

Dr. IRENE NEvHAUSER: I wish to point out that any discrepancy between the description 


and the appearance of the disease today is due to the fact that the description was written one 
month ago. I think that it is of some significance that the appearance has changed so much. One 
month ago there were many erythematous scaling patches on the shoulders which have completely 
disappeared. At that time the lesions on the abdomen looked more like morphea than they do 
today. It is difficult to believe that some of the lesions have changed so much in appearance in 
this short length of time. 


Cutaneous Blastomycosis. Presented by Dr. HERBERT RATTNER and Dr. SAMUEL BLUE- 
FARB and (by invitation) Dr. HARLAN M. Levin. 


This 67-year-old white man, a laborer, entered the Veterans Administration Research Hospital 
on Nov. 26, 1954, with a growth on the back of the right hand, present for eight months, and for 
treatment of diabetes mellitus, known for six months. About the first of March, 1954, the patient 
noticed a small area of redness on the back of his right hand. A blister formed, broke, and the 
area of redness spread. The skin lesion spread peripherally for a period of three to four months; 
the edges became elevated; the growth became warty in appearance, and there was a foul- 
smelling, purulent discharge from the involved area. There was no history of injury at the 
onset of skin disease. 

Physical examination was essentially within normal limits with the following positive skin 
findings noted: The dorsum of the hand showed a hypertrophic lesion extending from the meta- 
carpophalangeal joint back to the distal end of the radius and the ulna. The lesion was raised, 
the margin sharp but somewhat sloping. The surface of the lesion had a verrucous appearance, 
and was covered with many scales. Pressure on various points of the lesion produced a purulent 
discharge, of foul odor. The lesion measured approximately 8 cm. in diameter. In the right 
axilla was one large, tender lymph node. 

Laboratory findings: X-ray of the chest, dated Nov. 26, 1954, showed an essentially normal 
chest. Biopsy specimen sent from Veterans Administration Hospital, Danville, Ill, showed 
epitheliomatonus hyperplasia with acute and chronic granulomatous infection of the skin. Fasting 
blood sugar, Nov. 29, 1954, was 135 mg. per 100 cc.; Nov. 30, 1954, was 149.5 mg. per 100 cc. 
CO.-combining power showed 24.6 mM/L. Culture of biopsy specimen of skin of right hand 
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showed a pure culture of Blastomyces dermatitidis. A smear of pus from lesion showed no 
Blastomyces. Smear from skin biopsy specimen of right hand, dated Nov. 27, 1954, showed 
no acid-fast bacilli; there were none on culture. Admission hematology, Nov. 26, 1954, was 
essentially within normal limits, except for elevated sedimentation rate of 40 mm., Wintrobe 
method, one hour, corrected. Hemoglobin was 16.6 gm. per 100 cc.; white cells 7400. There was 
a normal differential spread. VDRL, dated Nov. 26, 1954 was normal. Urinalysis, Nov. 29, 1954, 
was negative for sugar and showed a trace of albumin. Patient was seen in consultation by the 
Urology Department, and a diagnosis of urethral stricture was made. Skin tests with histo- 
plasmin, coccidioidin, P. P. D., and blastomycin were negative. Complement fixation test for 
blastomycosis was negative. Bronchial aspirations and needle biopsy specimen from prostate 
were cultured for blastomycosis, and no growth was produced. 

Course: Without therapy, other than saline soaks since admission, the verrucous lesion appears 
to be undergoing involution. 

Slides are presented. 

DISCUSSION 


Dr. THEODORE CORNBLEET: I would like to suggest a trial of the combined thyroid and 
iodine regimen we have been using to treat blastomycosis. 

Dr. A. M. BucHHotz: I would like to comment on the two negative results in blastomycin 
skin test and the complement fixation test. It seems there are two conditions where these may 
be negative. One is where the infection is very early and the antibodies have not had sufficient 
time to develop; and the other is where there is a very low resistance on the part of the patient 
to a fulminating infection. 

Dr. SAMUEL M. BLuEFARB: In the January, 1955, issue of the ARCHIVES OF DERMATOLOGY, 
Dr. Wilson and his coworkers described four cases of primary blastomycosis with lesions limited 
to the skin. In this patient, all laboratory tests, including cultures from the bronchus and pros- 
tate and roentgenograms of the chest, have been negative. It is our impression that this is 
another case of primary blastomycosis of the skin. 


Lichen Sclerosis et Atrophicus with Hemorrhagic Bullae (?). Presented by Dr. I. 


Myron FELsHER. 


R. C., a white man aged 36, was seen for the first time on July 18, 1953. He stated that for 
about a year “pinkish white and shiny wrinkled spots” had been appearing on his chest. These 
spots became gradually larger, and some of the smaller ones coalesced to form one larger area. 
He had not experienced any subjective symptoms. Since 1949 he had been on a restricted ‘diet 
because of a sensitive bowel and abdominal surgery for ileitis. 

Examination in July, 1953, revealed on the chest a number of ivory-colored, glossy, wrinkled, 
and atrophic lesions varying in size from 2 to 3 cm. in diameter and one similar larger area about 
10 cm. in diameter. Some of the iesions showed large, follicular openings. On the arms two 
early lesions about 1.5 cm. in diameter consisted of small, glossy, white papules in groups sur- 
rounded by a reddish areola. 

A specimen of skin for biopsy was taken from the chest at that time. 

The patient did not return for 10 months. On June 7, 1954, he presented one large, atrophic, 
glossy, wrinkled area on the chest, covered in part with thick-walled bullae containing a hemor- 
hagic, thick fluid. These bullae had been appearing in the last six months. Some of the bullae 
regressed spontaneously, leaving the atrophic, ivory-colored areas unchanged; others have 
persisted during the entire period, and a few new ones have appeared in the last three months. 
The patient was still free from any subjective symptoms. 

The only significant findings in the laboratory data were urine, 30-40 pus cells per h.p.f, 
and sedimentation rate 14 mm. (1-9 mm. normal). 

Since the patient was treated for the urinary infection by his family physician the urine has 
been free from pus cells. The sedimentation rate has remained at the same level. 

Bullae fluid showed many red and white blood cells, mainly lymphocytes, no bacteria. Histo- 
pathologic report was compatible with lichen sclerosis et atrophicus. 


DISCUSSION 


Dr. Hamitton MontcomeEry, Rochester, Minn.: I believe this case was typical clinically 
and certainly histologically of lichen sclerosus et atrophicus, and there was definite delling and 
plugging in the large plaques on the chest. Histologically there were no sclerotic changes in 
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the blood vessels in the deeper cutis such as are seen in morphea. I thought I had things quite 
clear regarding the distinction between lichen sclerosus et atrophicus and so-called white spot 
disease, which in this country is used as synonymous with morphea guttata and in Europe as 
synonymous with lichen sclerosus et atrophicus, (Montgomery, H., and Hill, W. R.: Arch. 
Dermat. & Syph. 42:755-779 [Nov.] 1940.) There has been a recent tendency, however, in the 
literature to merge lichen sclerosus with lichen planus on the one hand and with kraurosis or 
morphea on the other. It is true that there are what might be termed borderline cases, such 
as a case presented at the Minnesota Dermatological meeting last summer, in which there were 
features of both morphea guttata and lichen sclerosus et atrophicus. 

Dr. A. H. Stepyan: This is lichen sclerosus et atrophicus. Hemorrhagic lesions in this 
disorder are not uncommon. Telangiectasia and hemorrhage are seen frequently in and about 
the vulva. There are two cases that I have seen recently that demonstrated this point: (1) an 
elderly woman with hemorrhagic lesions who was going to have surgery done because the 
surgeon thought that he was dealing with a cancerous change, and (2) a 10-year-old girl who 
had been to a gynecologist who suggested a vulvectomy because of the hemorrhagic lesions. 
These lesions were transitory. This patient has been treated with fluorinated hydrocortisone for 
about six months. When she was seen recently several days ago, there was hair growth about the 
vulva. I wonder if any of the members have noted systemic changes following the use of 
fluorinated hydrocortisone locally. 

Dr. CLARENCE S. Livincoop, Detroit, Mich.: I would like to make a comment regarding the 
use of 9-alpha-fluorohydrocortisone in the topical treatment of cutaneous diseases. During the 
past few months we have accumulated evidence to the effect that this steroid may be absorbed 
percutaneously in amounts sufficient to cause a systemic effect. It is well known that relatively 
small amounts of this hormone may cause significant sodium retention and weight gain. Our 
observations indicate that such absorption is enhanced markedly by the vehicle, by the site of 
application, by the manner of application, and by the condition of the skin. Absorption is markedly 
facilitated by the use of the lotion rather than the ointment. Certainly a significant amount of 
the drug is absorbed if as much as 15 to 20 mg. of the 9 alpha-fluorohydrocortisone is applied in 
lotion form during a 24-hour period, whereas significant absorption does not seem to take place 
if the same amount of drug is applied in ointment form. Obviously, absorption is increased if 
the involved skin is oozing and denuded. As would be expected, there seems to be more tendency 
for absorption if the lotion is used in the anogenital area. This is a quantitative matter and does 
not mean that this is a contraindication to the use of this very valuable topical medicament. I 
mention it only to emphasize that one cannot use this preparation indiscriminately, particularly 
the lotion, especially if the skin is denuded. Patients should be observed for edema and weight 
gain if more than 5 to 10 mg. per day of the lotion is applied, and if more than 15 or 20 mg. of 
the ointment is applied. 

Dr. Cart W. LayMmon, Minneapolis: Dr. Montgomery brought out the confusion concerning 
lichen sclerosus et atrophicus, and its relationship to lichen planus and morphea. Several times 
during the past two years discussions concerning this matter have been given before the Society. 
Case 4 today (presented by Drs. Senear and Neuhauser) is an example. Some members thought 
that it was an example of lichen sclerosus while others thought it was a case of morphea. It is 
difficult to be sure, but I think that the two disorders are more closely related than we formerly 
believed. I cannot recall a case of bullous morphea, but I have observed several cases of lichen 
sclerosus et atrophicus with bullae, especially when the lesions occurred on the genitals. 

Dr. Francis Lyncu, St. Paul: I think that bullous morphea is an accepted diagnosis and 
observed not too rarely. As we observed here, there is a tendency for the bullae to become 
hemorrhagic as in bullae cutis obliterans. 

Dr. I. Myron FELSHER: I thank the discussants, and particularly Dr. Laymon, for simplify- 
ing the problem by placing the cases of localized scleroderma in the group of lichen sclerosus et 
atrophicus. Many dermatologists accept this thesis, but others still consider localized scleroderma 
and lichen sclerosus et atrophicus as distinct entities. The differential clinical features of the 
latter are discrete polygonal, white papules, central delling in the later stages when atrophy 
occurs, and the keratotic plugging. The histologic features of lichen sclerosus et atrophicus are 
a band of homogenization in the upper part of the cutis, a band of perivascular infiltration in the 
midcutis and the hyperkeratotic and keratotic plugging of the epidermis. On the other hand, 
whereas there are no obliterative changes in the deeper blood vessels in lichen sclerosus et 
atrophicus, in localized scleroderma there is an increase in the number and thickening of the 
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individual connective tissue fibers throughout the cutis. In this case both the clinical and histo- 
logic features point definitely to the diagnosis of lichen sclerosus et atrophicus. Bullous and 
hemorrhagic lesions in lichen sclerosus et atrophicus have been reported by Gottschalk and 
Cooper, Schubert and Anderson. 


Lymphoblastoma (Cutaneous Tumors and Nonspecific Inflammatory Changes). 
Presented by Dr. STEPHEN ROTHMAN and (by invitation) Dr. BERNARD STONE. 


Mr. J. R., a white man, aged 66, first noticed the development of lumps on his back and in 
his face in 1932. Initially, some of the lumps subsided spontaneously while new ones appeared. 
According to the attending physician, persistent dermal and subdermal nodular tumors first 
appeared in 1947. Biopsy of.an axillary node was performed in 1950 and reported as giant 
follicular lymphoma. X-ray treatment was given at irregular intervals with fairly satisfactory 
control of the lesions but without preventing development of new lesions. A skin biopsy revealed 
malignant lymphoma. 

The patient has been under observation at the University of Chicago Clinics and Billings 
Hospital in the last two weeks. 

In addition to the nonpruritic dermal-subdermal, firm, brown-to-violaceous tumors of face 
and trunk, there is an intensely pruritic band-shaped inflammatory flatly elevated, erythematous, 
edematous lesion around the neck, with thickening of the epidermis. One soft, movable, enlarged 
lymph node is present in the right supraclavicular fossa. No splenomegaly. 

Patient has been known to have diabetes since 1947. He also suffers from chronic cystitis. 

Laboratory findings: X-ray of chest shows minimal thickening of the apical pleura, and 
slight cardiomegaly. Electrocardiogram was normal. Kahn reaction was negative. Blood: 
Leucocytes 3700, hemogiobin 14.5 gm. per 100 cc., red cells 4,200,000; sedimentation rate normal; 
differential normal. Urine analyses show trace of albumin and pyuria. Platelets 161,000, N. P. N. 
27 mg. per 100 cc. 

Microscopic sections are presented. Sections of the tumor show normal epidermis with some 
junctional activity (radiation effect?), an edematous subepidermal band free of infiltrate, and a 
partly nodular, partly diffuse lymphocytic and reticular cell infiltrate, which is perivascular in 
some places. Sections of the inflammatory lesion show parakeratosis, spongiosis, vascular dilata- 
tion, thickening of vessel walls, and a sparse perivascular infiltrate. 


DISCUSSION 


Dr. STEPHEN RotHMan: I would like to say a word about the interpretation of the non- 
specific inflammatory lesion in the prelymphoblastomatous stages. It seems that to a certain 
point the skin is able to destroy foreign (lymphoblastomatous) cells. As long as there is such 
destruction there will be pruritus and inflammation, but when the defense reaction is exhausted 
specific tumors will develop which, for instance, in leukemia and in mycosis fungoides, do not 
itch and are no longer inflammatory. This interpretation explains the well-known transitions 
between nonspecific and specific changes, for instance, a few Reed-Sternberg giant cells in a 
lichenified patch occurring in Hodgkin’s disease. 


Case for Diagnosis (Psoriasis? Congenital Dystrophy? Onychomycosis?). Presented 
by Dr. IRENE NEUHAUSER and (by invitation) Dr. Davin W. KeErsTING. 


R. V., a white boy aged 12, first noticed roughening, softening, and crumbling of his finger- 
nails and toenails in January, 1953. Previously the nails had been normal. Since then the nails 
have been dystrophic, soft, rough, and darkened, with no growth of normal nail plate. No 
inflammation has ever been present. He has had no lesions of skin, scalp, genitalia, or mucous 
membranes, except a café au lait spot, several pigmented nevi, and a recent sunburn. 

The family history contains no evidence of congenital anomalies, similar nail disease, or 
metabolic or dermal diseases. The child’s siblings have normal skin and nails. 

Therapy has consisted of calcium tablets, Knox gelatin, sodium propionate 5% ointment, and 
a course of thyroid, % grain (8 mg.) t.i.d., for two months, with no change in the appearance 
of the nails. 


Three examinations of nail scrapings with 10% KOH preparation and cultures have not 
revealed a fungus. X-rays of hands showed normal development and no evidence of bony 
pathology. Chest x-ray normal. Basal metabolic rate: June, 1954, —19%; November, 1954 (not 
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on thyroid), —5%. Complete hematologic studies were normal. Serology was negative. Urinalysis 
was normal. Serum alkaline phosphatase, inorganic phosphorus, calcium cholesterol, albumin and 
globulin normal. Sedimentation rate normal. 


DISCUSSION 


Dr. THEODORE CoRNBLEET: I noticed that this patient had blue sclerae. I did not examine 
him further to see whether he had any of the changes mentioned in an earlier discussion that go 
with a dystrophic form of bone disease. 

Dr. Davip W. Kerstine (by invitation) : The observation of blue sclerae in this patient is 
a new one to me. I had not seen blue sclerae and was slightly surprised when Dr. Cornbleet 
mentioned it. This child had a generalized skeletal survey, with ho abnormal findings. He was 
fairly well worked up, and there were no other signs of a congenital or familial dystrophy. This 
is a case for diagnosis. As originally observed, it was thought possibly to be psoriasis. 

Dr. Sture A. M. Jonnson, Madison, Wis.: Was Asperigillus or some other so-called 
contaminant present? 

Dr. Davin W. Kerstinc: We did a culture on Littman’s agar, and we did not get any 
growth whatsoever. 


Dermatitis Herpetiformis (Satisfactorily Controlled with Sulfapyridine for Ten 
Years). Multiple Arsenical Keratoses. Presented by Dr. STEPHEN ROTHMAN and 
(by invitation) Dr. Epwarp H. Fercuson. 


This 51-year-old white mechanic has been under our observation because of his dermatitis 
herpetiformis and arsenical keratoses of palms and soles since 1942. : 

His dermatitis herpetiformis developed in 1933. He was treated with local applications, 
phenobarbital, calcium injections, and potassium arsenite (Fowler’s solution). After admission to 
the University of Chicago Clinics in 1942, he received ultraviolet light treatment and salt-poor 
diet until the advent of sulfapyridine therapy in 1944. Since that time he has been most satis- 
factorily controlled with relatively small doses of sulfapyridine. At the present time his average 
sulfapyridine intake is 2 % tablets (0.5 gm. each) daily. In the 10 years of sulfapyridine therapy, 
no side-effects have occurred and responsiveness of the disease has not decreased. 

After the excellent control by sulfapyridine was established, the effect of several other 
sulfonamides and pyridine compounds was tested. None had any appreciable effect on the 
dermatitis herpetiformis of this patient. 

The patient showed strongly positive reactions to iodide and thiocyanate patch tests. 

Biopsy. of several arsenical keratoses showed no frank malignancy. In 1953 one of the lesions 
broke down and: was irradiated in an outside institution. 

A biopsy section of an arsenical keratosis taken in 1944 is presented. 


DISCUSSION 


Dr. HAMILTON MONTGOMERY, Rochester, Minn.: This man has arsenical keratoses of the 
palms and soles. I used to believe that there was an increased tolerance for inorganic arsenic in 
cases of dermatitis herpetiformis and that the keratosis did not go on to malignant ci:ange; this, 
however, is not true. We note that malignancy frequently develops from arsenical keratoses in 
cases of psoriasis that have received arsenic medication. In either condition I have seen kera- 
tosis disappear when arsenic has been withdrawn and have seen it involute spontaneously over 
a period of years. 


Lichen Planus Occurring in a Patient with Psoriasis. Presented by Dr. Epwarp A. 
Oxtver, Dr. James R. WessTER, Dr. ADOLPH ROSTENBERG JR., and (by invitation) Dr. 
J. PrrIEsTLEy. 


This 30-year-old white man developed a dermatitis at the age of six months which first 
appeared over the sacral region. When ‘he was 4 years old, the dermatitis was diagnosed as 
psoriasis. The psoriasis has varied since then from severe generalized involvement to complete 
clearance. For the past three years it has become gradually worse. Medications have included 
the usual topical ointments, autohemotherapy, and low-protein diet. There is no history of 
arsenic therapy. 
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On Oct. 31, 1954, the patient first noticed a fine papular eruption on the inner aspects of both 
forearms and palms. This eruption was extremely pruritic. After about one week and during a 
24-hour period the eruption suddenly became generalized, sparing only the face. During the six 
weeks prior to his admission to Hines V. A. Hospital he received calcium gluconate intravenously, 
various topical lotions and ointments, corticotropin and cortisone, all of which had little or no 
effect. Diagnosis of lichen planus was confirmed by biopsy. 

In addition to his skin involvement the patient gives a history of having had pneumonia five 
times, rheumatic fever in childhood, and recurrent urinary tract infections. He has a congenital 
kidney anomaly. 

Course in the Hospital: On admission the patient appeared much the same as he does at 
present. He was placed on Rauwiloid, 0.25 mg., t. i. d., oatmeal baths, and 1 cc. of a 1% solution 
of bichloride of mercury intramuscularly q. o. d. The lichen planus papules have recently shown a 
tendency to flatten and fade, especially on the forearms and legs, and the pruritus is much less. 

Laboratory findings: Urine was normal; blood Kahn reaction negative; chest x-ray normal. 
Blood: Red cells 5,100,000, leucocytes 6400, neutrophiles 31, lymphocytes 19; hemoglobin 15 gm. 
per 100 cc. 


Slides taken from areas of lichen planus and psoriasis are shown. 


DISCUSSION 


Dr. STEPHEN RoTHMAN: While I do not believe that combination of psoriasis and lichen 
planus is exceedingly rare, this case is most remarkable in displaying local immunity to lichen 
planus in areas where there were psoriasis lesions. The site of healed psoriasis lesions can be 
recognized from the postinflammatory pigmentation, and they all are free of lichen planus. 

Dr. Epwarp A. OLIvER: This is not an unusual case. Such cases have been reported in the 
past. We show the patient here today to demonstrate the fact that psoriasis and lichen planus 
may exist at the same time. He has had psoriasis for years and still shows some symptoms of 
that disease. Only recently he developed this acute generalized case of lichen planus. He is 
responding to treatment nicely. We are using a treatment that Dr. Ormsby first taught. me. 
He is receiving injections of a 2% solution of bichloride of mercury in normal salt solution in a 
dosage of 15 minims, three times a week intramuscularly. This method of treatment is painful 
but it is most effective. I would prefer to give injections of Enesol which is not painful, but it is 
impossible to get Enesol now. 

Dr. ApoLpH ROsTENBERG JR.: The literature reports several interesting cases of the 
coexistence of lichen planus and psoriasis. One of the first cases reported: was by my’ father in 
1922 (Arch. Dermat. & Syph. 6:378, 1922). Bloom (Arch. Dermat. & Syph. 21:878, 1930) 
reported another case, to which there was a very interesting discussion. Dr. Cannon stated that 
Fordyce had a patient on whom he diagnosed psoriasis when she went south in the fall, but 
when she came back in the spring he diagnosed lichen planus. He said this went on for several 
years, and he always made the two diagnoses. Politzer quoted Jonathan Hutchinson as speaking 
of a lichen psoriaticus because he believed it was often practically impossible to distinguish 
between the two. Buschke and Curth (Dermat. Wchnschr. 34:1175, 1928) reviewed the literature 
on the association of lichen planus and psoriasis. It probably should be mentioned that in all the 
cases lichen planus has complicated psoriasis, not the reverse. 

In this connection it is probably well to recall that Brocq classified dermatoses into two 
big groups; one which you might call true skin diseases, such as syphilis and tuberculosis, and 
the other what he called reaction patterns, and these could interchange. Psoriasis and lichen 
planus fall into Brocq’s reaction patterns. Schultz, in the Archives for 1936, gives a very good 
discussion of Brocq’s ideas which you should read. According to this theory, there is no reason 
one cannot have interchanges in cutaneous reaction patterns. 

A point I should have mentioned was the possible role of arsenicals. Was arsenic responsible 
for the lichen planus? In other words, the psoriasis had been treated with arsenic, and then 
the lichen planus or lichen-planus-like eruption appeared. Now we know lichen planus can 
develop after arsenicals and also after Atabrine, but in the patient shown today there is no 
history of arsenic intake. 

Dr. Francis E. SENEAR: I would like to cite an experience I had some years ago with a 
woman who had lived in Detroit. Drs. Varney and Biddle, two of the senior men there, had 
both seen her, and each of them had at different times made a diagnosis of psoriasis and of 
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lichen planus. They each saw her at different times, but with the same continuous disorder, and 
their opinions as to diagnosis changed from time to time. We saw her over a period of some 
months, and on a clinical basis it was felt at times that this was a psoriasis and at other times 
lichen planus. On the basis of a single visit, as Dr. Fordyce states, it is possible to have cases 
where the conditions are clinically indistinguishable. 

Dr. THEODORE CoRNBLEET: A drop of cortisone suspension or hydrocortisone incorporated 
with the mercurial injection wil! reduce most of the initial shock pain. 

Dr. OLtveR: We are using a little Novocaine in the solution. 


Lichen Nitidus. Presented by Dr. Eucene Lorant and (by invitation) Dr. Hyman S. 
STEINBERG. 


W. M., a Negro aged 47, has a history of a generalized skin eruption which first appeared 
in 1944 while he was in the service. Since that time the patient has seen several physicians and 
was treated with many kinds of medications without any success. The skin condition persisted 
throughout the years and gradually became worse and more generalized. 

Physical examination reveals several slightly elevated, well-circumscribed, round papular 
formations, measuring %g in. (0.32 cm.) in diameter, scattered on back of hands, anterior and 
posterior aspects of forearms, external aspects of upper arms, forehead, face, anterior and 
posterior aspects of neck, chest, abdomen, upper portion of back, dorsal aspects of penis, anterior 
and posterior aspects of thighs, lower legs, and dorsal aspect of feet. 

Laboratory examinations are within normal limits. Microscopic slides from a biopsy section 
are presented. 

DISCUSSION 


Dr. HERMANN Pinxus, Monroe, Mich.: This was a typical case of lichen nitidus, but it is 
comparatively rare in my experience to see this generalized eruption in an adult. It is somewhat 
commoner in children. I wonder if somebody can tell me how long these generalized eruptions 
last. My father had seen a child in Berlin and had made the diagnosis of lichen nitidus. When I 
saw the patient in Detroit after he came to this country, he still had the eruption, and at that 
time he was a young man, 22 years of age. In this case the lesions had lasted at least 15 years. 
I wonder if anybody has seen a case clear up. 

Dr. Henry E. MicHetson, Minneapolis: The question of the duration of lichen nitidus has 
been brought up. The case that I reported long ago I had an opportunity to observe for a long 
time, and gradually the lesions disappeared but they were present for about 15 years. There is 
a great question on the position of lichen nitidus. Some think that it is a form of lichen planus. I 
think this comes from the fact that they misinterpreted miliary lichen planus lesions, and in 
such a case the microscopic finding can easily be misinterpreted as being lichen nitidus. Koebner’s 
phenomenon kas also been noted in lichen nitidus, but for my own part I think it is not a 
variant of lichen planus. 

Dr. Eucrene Lorant: I had occasion to see this patient for the past eight years, and the 
number of lesions has been about the same continuously. I have never seen a case of lichen 
nitidus with so many lesions so widespread over the entire body. That is why I thought it would 
be interesting to present this case. The histological picture is very typical also. A few of the 
sections were stained for acid-fast bacilli, but no tubercle bacilli were found. 

Lichen ritidus is a condition which was described by many authors as having a connection 
with tuberculosis. However, in this case we could not find anything in relation to tuberculosis. 
Chest x-ray and all the other tests were within normal limits. 


Madura Foot? Presented by Dr. Davy V. OMENs and (by invitation) Dr. HaroLD D. Omens and Dr, CarLos 
Det Busto. 

Erythema Nodosum. Presented by Dr. THEODORE CORNBLEET, >. SipNeyY Barsky and (by invitation) Dr. 
Cartos Dex Busto. 

Pemphigus Vulgaris in Remission: Result of Long-Term (Thirty-Three Months) Therapy with Corticotropin 
and Cortisone. Presented by Dr. Davin V. OMENS and (by invitation) Dr. HaroLp D. OMENs and Dr. 
LeonarD Hort. 

Limear Lichen Planus? Lichen Striatus? Presented by Dr. SAMUEL M. BLUEFARB and Dr. Haro_tp H. RopIN 
and (by invitation) Dr. Leonarp Holt. 

Pigmented Anomaly. Presented by Dr. Epwarp A, OLIver, Dr. JAMES R. WEBSTER, Dr. ADOLPH ROSTENBERG 
Jr. and (by invitation) Dr. ALFRED VOIGHT. 
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Pseudoatrophoderma Colli. Presented by Dr. Samuet Ayres Jr., and Dr. SAMUEL AYRES 
III. 


O. M., a 31-year-old woman of Mexican ancestry, has had lesions on the neck, upper back, 
and beneath the breasts for the past eight years. These first appeared on the back of the neck, 
and when patient was seen for the first time in December, 1953, the eruption was confined 
to the back of the neck, consisting of an ill-defined, tranversely oval area about the size of a 
quarter, with a brownish-gray, somewhat hyperkeratotic appearance. At that time the patient 
was given five x-ray treatments of 75 r each locally, together with vitamin A orally in a dose 
of 50,000 units three times a day. In about six weeks, the eruption had practically disappeared. 

The patient returned on Sept. 27, 1954, stating that the eruption had not remained entirely 
clear but was better until about four or five weeks previously, when it became much more 
extensive. The patient has been under the care of her family doctor for sterility and has been 
receiving some hormone injections for about six weeks in the form of Biotropin (?). The patient 
was also taking some tablets because the thyroid was not active. 

The patient’s sister and one brother have a hyperkeratotic condition of the palms and soles 
of many years’ duration. The patient says that her father had heavy calluses on his feet and 
that her father’s mother had some kind of skin condition beneath the breasts similar to that 
which the patient now presents. 

The eruption on Sept. 27, 1954, was much more extensive than that first seen nearly a 
year ago, and involved the back of the neck, extending down onto the upper back and occurring 
slightly on the sides of the neck and the tops of the medial portions of the shoulders. It was 
also present between the breasts and across the epigastrium. The eruption consisted of discrete 
and grouped macules which had a somewhat reticulated appearance in places: There was a 
tendency for a slight brownish or buff color, with a crinkly, atrophic-looking surface. Just 
beneath the breasts the color was a darker brown. Across the back of the neck the lesions had 
a somewhat brownish, somewhat hypertrophic, and slightly verrucous appearance. 

The patient was advised to discontinue the hormones for the present. She was given a 
prescription for water-dispersible vitamin A in a dose of 50,000 units three times a day, and 
a prescription for vitamin A ointment. She has received two additional x-ray treatments of 
50 r each to the involved areas and two intragluteal injections of vitamin A in the form 
of Aquasol-A, 50,000 units each. 

There has been no obvious change in the appearance of the eruption since her visit of Sept. 27. 

Microscopic examination of biopsy specimen from the back of the neck revealed a marked 
unevenness of the epidermis, with acanthosis in some areas and thinning in others. There was 
a moderate loose hyperkeratosis, with some keratotic plugging. The epidermal cells showed a 
rather marked vacuolization, with pyknotic nuclei, especially in the prickle-cell layer. There was 
moderate edema of the subpapillary cutis, with dilatation of the lymphatics and a moderate 
perivascular lymphocytic infiltrate. The basal cells showed a moderate amount of pigment. There 
were a number of fusiform cells in the upper corium containing small, uniform-sized pigment 
granules (presumably melanophores). The microscopic picture was considered consistent with 
a diagnosis of pseudoatrophoderma colli. 


DISCUSSION 


Dr. MaximiLian E. OserMAyER: Since I‘ was with Becker and Muir at the University of 
Chicago when they conceived this entity in 1933, it is perhaps appropriate for me to open the 
discussion. I had not seen another case until this summer when the woman whom Dr. Ayres 
presented before this society in 1944 (Arch. Dermat. & Syph. 52:280, 1945) came to my office. 
In her, the disorder was far more widespread than in the patient whom we saw today. In addi- 
tion to the neck, the back, chest, arms, and the lower portion of the abdomen were involved; the 
clinical signs were also more pronounced, with intense scaling of a peculiar buff shade super- 
imposed on some of the areas of wrinkling. In the 10 years since her presentation the dermatosis 
has never completely disappeared, but its intensity has varied a great deal, with periods of 
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almost complete remission alternating, often within a few days or weeks, with pronounced 
exacerbations. Biopsy revealed only the usual, scant changes. Applications of hydrocortisone 
ointment and a cream containing high doses of estrogen and vitamin A were of no benefit. In 
the patient presented today only the plaques at the sides of the neck should be accepted as 
belonging to the entity. The papules on the nape were not a part of the accepted clinical picture, 
and, since the specimen for biopsy was removed from an area outside the typical lesions of the 
neck, the histopathologic changes cannot be considered characteristic of the dermatosis. Pseudo- 
atrophoderma may perhaps be a sex-linked, epidermal nevus in the widest sense of the term, a 
congenital anomaly which affects only the top layers of the epidermis. 

Dr. Louis H. Wi1nER: The term pseudoatrophoderma or false atrophy is a negative term. 
I would not consider the term atrophy unless an elastic stain shows absence of the elastic fibers. 
The skin changes on the breast are clinically suggestive of Darier’s disease, which I consider 
an epidermal nevus. 

Dr. SAMUEL AYERS Jr.: This seems to be an entity which is frequently not recognized—at 
least, very few cases have been reported. We have seen about three or four cases in the office in 
the last few years. The lesions are rather inconspicuous and very little is known as to the etiology. 
The only suggestion I was able to find was that vitamin A deficiency may be a factor. In this 
particular case there is a family history suggesting vitamin A deficiency in that her sister and 
brother, whom we have seen in the office, have marked calluses of the feet and the tendency to 
hyperkeratosis of the palms, and the patient’s mother has calluses on the feet. Her father’s 
mother had some breast lesions which the patient thought were like those she has. Perhaps some 
of you didn’t actually see the more characteristic lesions on the sides of her neck. The more 
conspicuous ones were hyperkeratotic and pigmented on the back of the neck and beneath the 
breasts and at first glance suggested an early acanthosis nigricans. The biopsy was taken from 
the typical crinkly lesion on the side of the neck. I presented the case under the diagnosis 
originally made by Drs. Becker and Muir. In the literature, “pseudoatrophoderma colli” means 
a condition that is not a true atrophy. The lesions look atrophic but they are not. I would be 
interested in seeing whether vitamin A therapy benefits the condition. When she was in the office 
a year ago, after five or six times, the lesions almost completely disappeared under vitamin A 
orally and locally and a few fraction doses of x-ray. So, we are doing the same thing again and 
also giving her vitamin A intramuscularly in the form of Aquasol-A, 50,000 units once a week. 


Case for Diagnosis: (Epidermoid Cyst)? Presented by Dr. M. J. WoxrFr. 

R. F. B., a 56-year-old American man of Jewish descent, was referred to Dr. Wolff by his 
physician because of a lesion on the upper lip of three weeks’ duration. According to his physician, 
the lesion at first appeared to be herpes simplex and was the size of a small pea. When seen by 
him one week later, it had attained the present size, and there was bilateral swelling of the neck. 
The temperature was about 100 F. A diagnosis of parotitis was made, and the patient was given 
an injection of combiotic on two successive days. A drying shake lotion was used locally, The 
temperature became normal and the swelling on the neck subsided, but the lesion on the lip 
remained unchanged. 

The family and past history are irrelevant. 

There is a round, hard raised nodule 7 or 8 mm. in diameter on the left side of the cutaneous 
surface of the upper lip, the lower edge of the lesion extends below the margin of the vermilion 
border of the lips. The surface of the lesion (after the crust was removed) was verrucous. 

Smears made from the surface and examined for fungi were negative. Blood Kahn and 
Mazzini tests were negative. 

DISCUSSION 

Dr. WALTER R. NickeL: I wondered whether this was what is usually called keratoacan- 
thoma before I saw this lesion at the Los Angeles County Hospital last week. I called them 
inverted warts. I think the so-called healing squamous carcinoma this is supposed to represent 
really is in the wart family. 

Dr. Norman E., Levan: I feel that the chief question to be resolved is whether the acantho- 
sis seen histologically represents a pseudoepitheliomatous response to an infectious cause, or is 
truly epidermoid carcinoma. To be sure the location—on the upper lip—is unusual for-the latter, 
and the duration unusually brief. 

Keratoacanthoma, which has been mentioned as a possible diagnosis, would be most unlikely in 
this location. I do not feel that the self-healing propensities. of keratoacanthoma should be 
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awaited. Rather, if review of the sections and/or cultures does not reveal the presence of a 
specific organism, early removal of the growth would be advisible. This could be easily accom- 
plished by such means as curettage and coagulation. 

Dr. THomas H. STERNBERG: This is a very interesting lesion which was difficult for me 
to fit into my concept of keratoacanthoma. The history is fairly short and the onset quick. I 
believe the involvement of the regional lymph nodes, the obvious inflammatory process, and the 
actual appearance of the lesion suggest that we are dealing with some kind of infection, which at 
the present time is undiagnosed. I don’t seem to see much sign of healing except that the lymph 
nodes have subsided somewhat. The lesion itself is covered by a crust and seems to be quite 
active. I believe that further efforts should be directed towards discovery of some kind of 
organism which might be present. Also, another biopsy is indicated, particularly in view of the 
possibility that the lesion may actually be a squamous cell carcinoma. 

Dr. Gorpon Macponatp: I would like to suggest the possibility that there may be a 
foreign-body reaction underlying the surface on which biopsy was done. A foreign-body 
granuloma with overlying pseudoepitheliomatous hyperplasia could produce this picture. I would 
suggest that a biopsy specimen be obtained from the deeper tissue. 

Dr. SaAMuEL Ayres Jr.: I would like to submit the possibility of chancriform pyoderma, 
which is a rather uncommon entity. We have seen a few cases. The condition probably belongs 
in the category of ecthyma. Such lesions cause one to debate between chancre and epithelioma. 
This would certainly be an unusual location of squamous-cell epithelioma—on the cutaneous 
surface of the upper lip—and, in the second place, the elevation of temperature to about 100 F 
would argue against epithelioma. The patient said that the swelling of the gland on the left 
side of the neck had been there for about eight months, so I don’t see how that can have any 
bearing on this lesion. The inflammatory appearance and the rapid development would favor 
pyoderma. Perhaps local antibiotics, such as Neosporin ointment, would be of benefit. 

Dr. J. WALTER Witson: Is there any possibility that this patient was scratched by a cat? 

Dr. Maxwett Wotrr: There is no history of the patient’s being scratched by a cat. 
He was scratched by a flower while working in his garden. I saw the patient exactly one week 
ago tonight. The story was that three weeks previously a lesion developed on the upper lip. 
The patient called it a whitehead. The referring doctor called it herpes simplex. Within a week 
the lesion has grown to the present size, except that as a result of the biopsy it somewhat changed 
in size and contour in the last two or three days. The borders were indurated, and, as a result 
of an application of a shake lotion, the surface was crusted and hard. A week after the onset 
there was swelling on both sides of neck and a temperature of about 100 F. The physician 
thought it was parotitis and gave him two injections of a combiotic on two successive days. The 
temperature became normal. The swelling of the glands promptly disappeared, but the lesion 
remained unchanged. When I first saw him, I thought it might be a primary lesion in view of 
the adenopathy and rather recent history. Serology and Kahn tests were negative. I prescribed 
saline compresses and petrolatum to be used locally. Three days later, the surface was raw and 
verrucous. It looked somewhat like a blastomycosis. I made about six scrapings but was unable 
to find any organisms. A biopsy was made. When I saw the biopsy section, I was completely at 
a loss as to the diagnosis. Most of the opinions expressed favor the diagnosis of keratoacanthoma. 


Hereditary Anhidrotic Ectodermal Dysplasia. Presented by Dr. Marvin D. KNOLL. 

The clinical findings are as follows: hypodontia, hypotrichosis, and anhidrosis. The brows 
are wide, the frontal bones prominent, the lips are thick, bridge of nose is saddle-shaped, and 
there are radiating furrows about the mouth. 

The history reveals a vain attempt to dissipate heat; the temperature occasionally reaching 
reaching 105 to 106 F. Hereditary history reveals a father with asthma, hay fever, and atopic 
dermatitis complex and a mother revealing on her side of the family hypotrichosis and hypo- 
dontia. 

X-ray of the skull revealed the following: 

Lateral of skull: normal. 

Lateral of jaws: (1) right lateral upper shows one tooth unerupted; (2) left lateral upper 
shows five unerupted teeth. 

Probably fewer than 100 cases have been recorded in the world literature; 10 of this number 
were cited by C. R. Darwin, 1893, when he reported the syndrome described by Widderburn, 
1838, 10 male members of a family in India. 

One problem: When should dentures be given the youngster? 


765 





A. M. A. ARCHIVES OF DERMATOLOGY 


DISCUSSION 


Dr. Louis H. Winer: An excision of the axilla would show changes in the hair follicles, 
apocrine and eccrine glands. 

Dr. Marvin D. Knott: The parents are adverse to having biopsies because they feel the 
diagnosis is well established, but I will talk with them again and see if they will consent. 

Other than the symptomatic therapy, the parents are especially anxious to know when it would 
be best to begin the wearing of dentures. 

Recommendations vary by a gap of eight years; from the age of 3 to 11 years. In this 
particular case the dental department of the University of Southern California is going to start 
the fitting of dentures at the age of 3 to 4 years. 


Case for Diagnosis: Poikiloderma Atrophicans Vasculare-Jacobi? Presented by Dr. MAXWELL J. WOLFF. 
Leukemic Infiltrations of the Skin in Chronic Lymphatic Leukemia.. Presented by Dr. FRANKLIN I. BALL. 

Case for Diagnosis: Melanosis of Riehl? Presented by Dr. MAxwELt J. WOLFF. 

Acquired Epidermolysis Bullosa. Presented by Dr. NoRMAN E. LeEvAN and (by invitation) Dr. VINCENT Lopez. 
North American Blastomycosis. Presented by Dr. NORMAN E. LEVAN. 


\Anker K. Jensen, M.D., President 


Louis H. Winer, M.D., Secretary 
Noy. 9, 1954 


Sarcoidosis with Sarcoidal Reaction in Tattoo. Presented by Dr. Maxruizian E. 
OBERMAYER and Dr. MitTcHELL HasseEn (by invitation). 


This 29-year-old American Negro was first seen in the Dermatology Clinic of the Veterans 
Administration Hospital, Long Beach, Calif., on July 28, 1953, complaining of several small 
itchy nodules in a tattoo of his right forearm, which he stated were present for eight months. 
He was tattooed 10 years ago. Approximately eight months prior to this initial clinic visit, 
he hed been stationed in Hawaii while in military service. His past history was noncontrib- 
utory. 

Examination of the cardiovascular system, the ‘tones: and abdomen showed normal find- 
ings. Skin: Negro skin of normal texture. On the volar aspect of the right forearm there 
is a tattoo in the form of a rose. Scattered throughout the tattoo there are numerous discrete 
as well as grouped papules measuring 2-3 mm. in diameter. These appear in the red as well 
as the blue pigmented areas and are slightly elevated, moderately indurated, and somewhat 
lichenified. Lymph nodes: There was no evidence of palpable lymphadenopathy. 

Except for the itching of the papules in the tattoo, this patient had no abnormal symptoms. 
Various antipruritic medications did not relieve the itching. One per cent hydrocortisone 
aqueous solution (3 minims [0.185 cc.]) was injected into each of the two most medial papules 
in the tattoo. Upon reexamination of the injected papules they were found to be flattened, 
softened, and no longer pruritic within one week. 

Culture (from axillary lymph node biopsy specimen): Guinea pig inoculated Sept. 24, 
1954, but died Oct. 11, 1954, at which time there was no evidence of Mycobacterium tuber- 
culosis. Smear from axillary lymph node specimen was negative for M. tuberculosis. 

Roentgen ray reports: right forearm (July 29, 1954)—soft tissues: amorphous densities 
of almost calcific grade, disposed in more or less concentric circular pattern and apparently 
limited to the skin, presumably at the site of the tattoo. The disposition of these densities 
vaguely suggest a tattoo pattern. 

Chest x-ray. (July 29, 1954): Generalized increase of the pulmonary markings with con- 
siderable nodular parenchymal infiltration, particularly in the right upper lung field; little 
evidence of adenopathy. However, when the film was reviewed in the light of a previous 
film of Aug. 25, 1952, which showed definite hilar and peritracheal adenopathy, a definite 
diagnosis of pulmonary sarcoid was readily made. Hands and feet: negative. 

Biopsy reports: Punch biopsy of a papule in tattoo of right forearm (7/31/54): The lesion 
consisted of numerous epithelioid: granulomas in the subepidermis and epicorium. Most of 
these granulomas contained large amounts of black pigment. Others contained fine particles 
of pigment, and others appeared to be devoid of pigment. The granulomas consisted of swollen 
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histiocytes and occasional giant cells. There was a slight infiltrate of lymphocytes beneath the 
stratified squamous epithelium. Its basal layer appeared to be compressed by these epithelioid 
granulomas. Lymph node biopsy: left axilla (9/22/54)—Within the substance of the lymph 
node were epithelioid granulomas which appeared discrete and at the same stage of develop- 
ment. A few giant cells of the Langhans type were included. There was no caseation necrosis, 
and no acid-fast bacilli were noted on acid-fast stain. Reticulum stain showed preservation of 
reticulum fibers coursing throughout the granulomas. 


DISCUSSION 

Dr. WaLtTeR R. NicxeEL: I believe there was a similar case presented at the Pacific 
Dermatologic Association meeting with a picture like that of tonight’s case. In a review of 
the microscopic section two years later, the chief of the leprosarium in the Philippine Islands, 
considered the microscopic picture to be typical of leprosy. The patient, however, recovered 
completely, without any therapy. 


Sarcoidosis with sarcoidal reaction in tattoo 


Dr. Louis H. WinER: Microscopic section of the lymph node stained with hematoxylin- 
eosin showed definite lobulated nests of epithelioid cells throughout the entire lymph node. 
The reticulum stained section from the same lymph node showed these nests of epitheliod 
cells to be interwoven by reticulum fibers. Was an acid-fast stain done on sections of this 
lymph node? Histologically this is a sarcoidal reaction. 

Dr. MitcHELt Hassen: We did not do a Mitsuda test on this patient, although when 
I first got the biopsy report, we did think of a leprosy reaction. I did look through the 
literature and tried to find out how many sarcoidal reactions in tattoos I could find. Only 
two were reported in the literature, one by the late John F. Madden in August of 1939 and 
another by Charles F. Post in the meeting of the Bronx Dermatological Society in November 
of 1951. Both reported in the Archives of Dermatology and Syphilology. Dr. Madden did 
not report any systemic findings. There was no hilar adenopathy. In Dr. Post’s case there 
were hilar nodes, and the biopsy was also on the forearm in a tattoo and was said to be 
consistent with a Boeck’s sarcoid. 


767 





A. M. A. ARCHIVES OF DERMATOLOGY 


Lymphocytic Infiltration of the Skin, Re-Presentation. Presented by Dr. Ben A. 
Newman and Dr. Frep F. FELpMan (by invitation). 


B. W., a 28-year-old white man, was presented before this Society in the early spring of 
this year. He is being presented today for the purpose of demonstrating the course of the 
eruption. 

The dermatosis began in May, 1953, as a ringed lesion at the angle of the jaw on the left 
side. There was progressive extension until both sides of the face and neck were involved. 
The lesions have consisted of firm, erythematous papules, as well as translucent papules with 
erythematous borders. Peripheral spread of the former lesions has produced coin- to palm- 
size plaques, as well as circinate areas with clear centers, and arciform or serpiginous con- 
figurations. 

His past treatment has included solid CO: applications, Neoantergan, hydrocortisone. oint- 
ment and chloroquine orally. It is our impression that therapy has no bearing on the course 
of his eruption. During the past six months he has had no topical or internal medication. 
His eruption is characterized by spontaneous remissions and exacerbations. At various times 
involution has been complete. 


Biopsies were performed on June 11, 1953, and Feb. 10, 1954. 


DISCUSSION 


Dr. NEtson Paut ANDERSON: I will repeat some statements which I have made before 
when Dr. Newman presented these cases. Dr. Jessner may well have an entity which should 
be separated from sunlight sensitivity, from lupus erythematosus, and some other disorders, 
possibly sarcoid, but I don’t think he has proved his thesis. How does one diagnose these 
cases clinically? You who have read the Proceedings of the Bronx Dermatological Society 
meetings will find that they perform a biopsy, and, if focal collections of lymphocytes are 
found, the diagnosis is made. Dr. Newman’s slide looks entirely different from the one 
Dr. Jessner is presenting at the Academy through Dr. Arthur Hyman. Secondly, while one 
of the patients presented at the Bronx Dermatological Society was male, the great majority 
of the patients with this disorder have apparently been female. Dr. Jessner is a dermatologist 
of considerable reputation, and he may well have a new and distinct entity. Before I would 
personally express an opinion upon such a new disorder, I wish to see something in print. 
I want to know how to diagnose this supposed new entity clinically. I agree that Dr. Jess- 
ner’s slide in the Academy collection is very different and distinct from lymphocytoma cutis. 
Nevertheless what have we been calling these lesions up to now? Why isn’t this case tonight 
lupus erythematosus? Dr. Newman has treated this patient with a number of different reme- 
dies, and they have all failed. Why do all the remedies in New York work? They give a 
little quinacrine, a little dose of x-ray or something else, and the lesions disappear. 

Dr. Lours H. Winer: Lymphocytic infiltration in the skin is at times so puzzling, that 
one cannot differentiate lymphosarcoma cutis, mycosis fungoides, insect bite, and even ery- 
thema annulare centrifugum. I believe this section is premycotic—mycosis fungoides. 

Dr. Ben A. Newman: The presentation of several similar cases that we have made during 
the past year under the diagnosis of “lymphocytic infiltration of the skin,” is not being done 
with the idea of forcing a new disease entity onto our fellow dermatologists. The case pre- 
sented this evening represents one of a group of eight such patients whom we have followed 
very carefully for a year or more. Several of these have been under observation for as long 
as three years. 


Each of these patients had several features in common. The clinical diagnosis was never 
definitely established, in that, (1) the histological appearance did not correspond to the 
clinical diagnosis, and (2) the clinical diagnosis would vary from time to time, either with 
the changing appearance of the lesions, or upon their recurrences after short remissions. The 
original clinical diagnoses varied from chronic or subacute discoid lupus erythematosus to 
granuloma annulare, sarcoid, erythema perstans, and erythema elevatum diutinum. One of 
our patients with a diagnosis of subacute discoid lupus erythematosus had been under inten- 
sive treatment for two years with bismuth, liver extract, quinacrine, sun-filter preparations, 
etc. Upon the appearance of Dr. Jessner’s comments and case reports in the Proceedings of 
the Archives, we recognized the similarity of these cases, and for lack of an etiological diag- 
nosis, we were only too happy to adopt the designation “lymphocytic infiltration.” 
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Once we designate this diagnosis, we discontinue alltherapy. Two of our patients who 
‘had been labeled subacute discoid lupus, were advised to discontinue their sun-filter prepara- 
tion and to return to their summer sports of boating and golf. And, as a matter of fact, their 
eruptions cleared spontaneously during this summer period. 


Case for Diagnosis and Therapy. Presented by Dr. MoLLEuRUs CoUPERUS. 


F. H., a 43-year-old white man, has had recurrent herpetic lesions on the shaft and glans 
penis during the last 12 years, in exactly the same area as today’s presenting lesion. Last 
attack of herpes was in April, 1954; following this attack a thickened area developed which 
has remained, and has become fissured at times. 

Patient presents a slightly erythematous plaque on the right side of the distal part of 
the penis, about 3 cm. in diameter. There are two isolated 2 mm. lesions, flat papules, out- 
side of the main plaque. The surface appears slightly verrucous. 

Biopsy specimens under the microscope: Sections show piece from normal edge, and 
within the elevated margin. 


DISCUSSION 


Dr. WALTER R. NicKEL: In looking over the slide, I felt that the epidermis on the 
microscopic section was much too thick for this portion of the body. I felt there should have 
been possibly 2 or 3 cells in the epidermis where there were probably 15 or 20. Also the 
changes within the epidermis were, in my estimation, definitely evidences of malignant dys- 
keratotic phenomena, as evidenced by individual cell keratinization, giant epithelial cells, and 
an alteration in the arrangement of these cells. Therefore I consider this to be intraepidermal 
carcinoma. We can salvage a person like this with early diagnosis and surgery at this time, 
and save him a multilating operation at a later date. 


Dr. Maxyrminian E. OBERMAYER: The suggestion of intradermal carcinoma needs further 
configuration. I think this patient has lichen planus. The microscopic features were compatible 
with this diagnosis; moreover there was a network of grayish lines in his oral cavity involv- 
ing the gums adjacent to the molars that suggested lichen planus. 

Dr. Louts H. WiNER: My diagnosis on histologic section is carcinoma in situ because 
of the great number of irregularly dividing mitotic figures. I would advise surgical removal 
and further histologic examination of specimen removed. 


Dr. NEtson Paut ANDERSON: This is one case where I agree with the old teaching 
that one should make the biopsy specimen large enough to include a piece of normal adjacent 
skin. Thus we could establish how abrupt is the change from normal to pathologic. I also 
listen to Dr. Obermayer with great respect. However, there are several features of lichen 
planus that are missing here, and the diagnosis of intraepidermal carcinoma is too important 
a diagnosis to miss. I feel that another biopsy is necessary in this case. The microscopic 
features pointed out by Dr. Nickel lead. me to believe that this patient has a definite carcinoma 
in situ. 

Dr. MoLLEurus CoupEerus: When I first saw the patient about 10 days or two weeks 
ago, I felt that the differential diagnosis clinically was a plaque of verruca plana rather than 
lichen planus, with neurodermatitis or superficial carcinoma as an alternate possibility. I 
do not believe this patient has lichen planus. Clinically this diagnosis might be possible, but 
microscopically I think it is impossible. The biopsy shows a subepidermal infiltrate, which 
is present in lichen planus, but is frequently seen also in a carcinoma. The basal layer itself 
is not involved in a degenerative process, but is quite intact in this biopsy specimen. The epi- 
dermis shows a very definite dyskeratosis, which is apparently malignant in nature, with numer- 
ous mitotic figures. The oral mucosa shows striations but no papules. The peculiar bluish, viola- 
ceous discoloration involves the palate, both cheeks, and the inner surfaces of both lips, but this 
discoloration is not lichen planus. I believe this patient has a squamous cell carcinoma in 
situ of the shaft of the penis. He is scheduled for the excision of this plaque next week. 


Note: The microscopic sections of the surgical specimen showed the same features as 
those of the biopsy specimen, though somewhat less pronounced. The diagnosis of the hos- 
pital pathologist was carcinoma in situ. 


Keratosis Pilaris? Lichen Spinulosus? Pseudoacanthosis Nigricans (Mild). Striae Distensae. Presented by 
Dr. SAMUEL Ayres Jr. and Dr. SAMUEL Ayres III. 
Ehbler’s-Danlos Syndrome in Three Generations. Presented by Dr. Louis H. Winer and Dr. Josepu L. 
IZENSTARK, (by invitation). 
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Lichen Sclerosus et Atrophicus on the Lips. Presented by Dr. CLEMENT E. COUNTER. 

Case for Diagnosis: Atypical Folliculitis. Ulerythematosa Reticulata? Presented by Dr. J. WALTER WILSON. 
Lupus Vulgaris (Treated). Presented by Dr. JEROME KEARNEY FISHER. 

Urticaria Pigmentosa. Presented by Dr. NORMAN E, LEVAN. 

Nevus Flammeus. Presented by Dr. Harry Levitt. 

Dermatitis Herpetiformis. Presented by Dr. NorMAN E. LEVAN. 


MANHATTAN DERMATOLOGICAL SOCIETY 


Thomas N. Graham, M.D., President 


Maurice J. Costello, M.D., Secretary 
Nov. 9, 1954 


Lichen Planus. Presented by Dr. Jack Wo tr. 


S. P., a man aged 64, is presented from the New York Skin and Cancer Unit with lesions 
on the dorsa of the hands and forearms of approximately seven years’ duration. The eruption 
starts with erythematous spots, which after long duration, possibly two to three years, become 
paler and flatter than the surrounding skin. 

The patient presents sharply defined, nummular, atrophic areas of an erythematoviolaceous 
color on the dorsal aspects of the hands. On and just below the left elbow there is a sharply 
defined and somewhat scaly depigmented area approximately 7 by 3 cm. in size. Similar smaller 
lesions are scattered on the anterior and posterior aspects of the forearms. On the anterior aspect 
of the left wrist and also scattered between the atrophic lesions, he presents pea-sized, raised, 
shiny, and occasionally scaly, flat-topped erythematous papules. When the patient was first seen 
at the clinic a diagnosis of vitiligo was made and led to treatment with Meladinin. This accounts 
for the violaceous color of the lesions on the dorsal aspects of the hands. 

Histologic examination of an early papule from the forearm and tissue from the large 
depigmented lesion below the left elbow both revealed the microscopic picture of lichen planus. 


DISCUSSION 


Dr. Wivsert Sacus: I think it is lichen planus, but am wondering whether there was any 
history of drugs to stimulate the development of this variation. 

Dr. Georce M. Lewis: Dr. Wolf has histologic proof that not only the typical lesions are 
lichen planus, but also the sclerotic, depigmented areas, so it is a very unusual variant. It is 
interesting that there is no pruritus. 

Dr. Wivsert Sacus: Is there any drug history? 

Dr. Jack WotF: No, none at all. 

Dr. Frank C. Compes: I think the presenter is smart in presenting the case as lichen 
planus because I think basically that is what it is. These manifestations were included in Crocker’s 
original description, and then others presented similar cases with all the variations, even with 
scleroderma and morphea, and they could always demonstrate lichen planus. 

Dr. Grorce M. Lewis: Has any member previously seen such a case? 

Dr. Franx C. Comses: Yes, we have seen them. 


Morphea. Presented by Dr. ORLANDO CANIZARES. 

O. M., a man aged 31, first noticed about 10 years ago that the skin on the back at the level 
of the waist had become depressed and darker in areas 2 to 3 cm. in diameter. There were no 
subjective symptoms, and the onset was insidious. The condition was diagnosed as idiopathic 
atrophoderma of Pasini. New lesions appeared and formed larger patches by confluence. The 
latest lesions are on the upper part of the back and are about three years old. Whitish patches 
appeared in the center of some of the older lesions after six or seven years. The patient has 
received different types of treatment without appreciable results. 

The cutaneous changes are confined to the back, where there are several patches vinvine in 
size and shape and depressed from 2 to 3 mm. The younger lesions are round or oval and measure 
2 to 3 em. in diameter. The larger ones are on the lower part of the back at the level of the 
waist and are formed by confluence of the smaller ones, presenting a festooned border. These 
patches are band-like diagonally across the body at the waistline. Two of those patches present 
at the center a whitish; shiny surface, which give a carte de visite feeling. There is no follicular 
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plugging or depression in that area. With the exception of these whitish spots, the color of the 
lesions is pale brown and slightly cyanotic. Otherwise the surface is smooth and there is no 
sensation of infiltration. The surrounding skin is apparently normal. 

Microscopic Examination (Dr. Sachs) —The section from the mid-back, taken from the 
center of the whitish area in an older lesion, showed pronounced edema of the collagen bundles. 
There was practically no inflammatory reaction. The epidermis was thin and flattened and the 
palisade margin intact. For the most part the elastic tissue was present and showed no gross 
changes. 

The section from a newer lesion on the back of the shoulder showed the superficial vessels to 
be dilated and about them a mild, simple reaction. There was edema throughout the upper cutis. 
The epidermis was thin and revealed no significant changes. The elastic tissue was relatively 
normal. 

Note: While the section from the mid-back suggested a possible lichen sclerosis et atrophicans, 
the other section had no features of that disease. However, I am inclined to feel that this is not 
lichen sclerosis et atrophicans. There was no homogenization, the basal-cell margin was intact, 
and there was no band-like cellular infiltrate present. The entire picture could fit in the morphea 
or scleroderma group. 


BISCUSSION 


Dr. Davip BLoom: In past years we have seen a number of patients who showed, particu- 
larly on the back, large, bluish-brownish plaques, definitely depressed, as in this case. The biopsy 
revealed scleroderma. I would like to hear from Dr. Sachs how the depression is manifested 
microscopically in this instance. 


Dr. Wrsert Sacus: Clinically one would think not only of morphea, but Paget’s disease. 
From the slide, it is not a form of poikiloderma atrophicans; there was no atrophy even though 
you see depression, so I think we must stick to a diagnosis of scleroderma or morphea. 

Dr. Paut Gross: I agree with the diagnosis of circumscribed scleroderma, but was the 
biopsy deep enough to rule out involvement of the subcutaneous fat? There are similar findings 
in Weber-Christian’s disease. 

Dr. ORLANDO CanizaRESs: I agree with Dr. Gross, and thought the process was somewhat 
similar to that of Weber-Christian’s disease. We took an ordinary biopsy and did not think of 
going deep down to the subcutaneous tissue. I have an idea that it may be a low-grade process, 
not acute as in Weber-Christian’s disease. It is interesting that when you touch these lesions they 
are not particularly sclerotic. 


Lichen Pilaris Ruber Faciei. Presented by Dr. Davip Bioom. 


G. D., a girl aged 21, registered at the Skin and Cancer Unit on June 16, 1954, complaining 
of redness of the face which had been present since birth. Both cheeks, the forehead, and the chin 
are conspicuously red, and on close observation one sees telangiectasia and minute follicular 
papules which on palpation give the sensation of roughness. The eyebrows are not involved. The 
patient states that the face becomes easily flushed when she drinks hot liquids or rushes around. 
She shows mild lichen pilaris of the legs and a supernumerary tragus in front of the left ear. 

No other member of the family is affected. However, the mother states that she had the same 
redness in her childhood and young womanhood. 


DISCUSSION 


Dr. Jack Wotr: I have shown patients with this condition over a period of years at the 
Academy and before this Society. The classic picture includes follicular plugging as well ds 
erythema. The condition runs a prolonged course extending over many years, starting in early 
childhood and continuing into early adult life. The folliciular plugging disappears in the course 
of time leaving erythema, usually mild, and follicular atrophy, which may be only microscopic, 
and alopecia of the eyebrow regions if these have been involved. This patient shows a great deal 
of erythema, no follicular plugging, and no eyebrow involvement. I am not inclined towards the 
diagnosis of keratosis pilaris rubra atrophicans faciei, but in all fairness would have to study the 
case more thoroughly to rule out the diagnosis. 


Dr. Paut Gross: A sharp line cannot be drawn between the atrophic type which involves the 
outer part of the eyebrows, described as ulerythema ophryogenes. I have tried to treat these facial 
cases locally with applications of estrogenic hormones, without much success. I would use high- 
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potency vitamin A cream to see if cosmetic improvement could be obtained. I agree that there 
is more erythema than is seen in typical cases of keratosis follicularis rubra, but I don’t think 
that is against the diagnosis, and I don’t think it is anything else, 

Dr. AprIAN Bropey: I had never seen a case of this disease until 12 months ago, and 
since then have had three, all in children of physicians. The erythema was not as pronounced, 
and the eruption was on the periphery of the face. In all three cases there was a history of 
atopy, which I think was coincidental, and which was not present in this case. Treatment with 
high vitamin A dosage and with a keratolytic cream of 1% salicylic acid was most unrewarding 
in all three cases. However, Dr. Gross’s suggestion of a high-vitamin-A cream will be tried. 

Dr. Joun W. Doucuerty: I would like to suggest progesterone or testosterone as being 
antagonistic to estrogen and less likely to cause dilatation of the peripheral vessels. 

Dr. Davip Bioom: I have seen a number of such cases. There is familial occurrence, but it 
is not atopic dermatitis. Palpation of the affected skin reveals roughness due to minute follicular 
papules. 


Nevus Unius Lateris. Presented by Dr. ORLANDO CANIZARES. 

Lymphangioma Circumscriptum. Presented by Dr. Paut Gross. 

Rosacea-Like Tuberculid. Presented by Dr. Paut Gross. 

Mycosis Fungoides. Presented by Dr. PAuL Gross. 

Early Psoriasiform Secondary Syphilis. Presented by Dr. JoHN W. DOUGHERTY:.. 

Tuberculosis Orificialis. Presented by Dr. NATHAN SOBEL. 

Lymphedema of Genitalia Following Recurrent Erysipelas-Like Infections. Presented by Dr. Paut Gross. 

Lymphangioma Circumscriptum with Deep Lymphangioma. Presented by Dr. PauL Gross. 

Case for Diagnosis: Melanosis Associated with Pernicious Anemia? Lichen Simplex? Localized Amyloidosis? 
Presented by Dr. Paut Gross. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Fred F. Feldman, M.D., President 
Irving A. Lewe, M.D., Vice-President 


Harold Price, M.D., Secretary 
Nov. 23, 1954 


Pretibial Circumscribed Myxedema. Presented by Dr. LAURENCE J. UNDERWOOD and Dr. 
WALTER S. GREEN. 


Mrs. V. T., a 34-year-old housewife, had a thyroidectomy in 1950 for hyperthyroidism. Pre- 
operatively, the B. M. R. was +455, and following surgery the B. M. R. dropped to —18. Within 
a year following the surgery she began developing a thickened asymptomatic plaque on each 
distal shin, These have persisted unchanged to date. She has had dry scaly skin for years, and for 
the past seven years she has had recurrent eczema of the fingers. 

Each distal shin presents a sharply elevated, firm, rubbery or doughy, scaly, slightly ery- 
thematous and slightly pigmented plaque about 7 by 11 cm. with characteristic “pig-skin” or 
“orange-peel” changes. Asteatotic and mildly ichthyotic changes are present in the skin of the 
extremities and hyperkeratotic plaques are present on the elbows and knees. Mild eczematoid 
dermatitis is present on the fingers. 

The laboratory findings revealed the blood count and urinalysis to be normal. 

Blood iodide: 18.5y per 100 cc. (normal 3.5 to 7) (Patient had been treated with strong 
iodine solution [Lugol’s solution]). 

Histopathologically, the biopsy revealed a slight hyperkeratosis and acanthosis, perivascular 
round-cell infiltrate, and extensive deposit of mucin-like material in the cutis. 

No treatment has been given by the presenters. The patient has been taking Proloid (1 grain 
[60 mg.] daily) for the past four years and intermittently strong iodine solution (10 drops per 
day) for the past two years. 

DISCUSSION 

Dr. Donatp Rosman: A therapeutic suggestion would be the injection of hyaluronidase 
locally into the lesions. To be successful, large amounts (1000 to 1500 TRU) should be employed 
plus the use of a pressure dressing. 
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Unfortunately, as far as I know, the good results following this treatment are only of a 
temporary nature, and sooner or later the lesions tend to reappear after cessation of therapy. 

This patient has rather pronounced exophthalmos. All the patients I have seen or read about 
with localized pretibial myxedema had an associated. exophthalmos. 

The development of localized pretibial myxedema has no relationship to thyroid function as 
it may appear in an individual with hypo-, hyper-, or normo-thyroidism. Rather, it is dependent 
on the pituitary-thyroid relationship. 

Dr. Wittarp L. MarmetzaT: I agree in thinking we should get rid of this word “myx- 
edema” because everyone thinks of myxedema as beiug associated with hypothyroidism. Myx- 
edeina is a term that has crept in through the back door by virtue of a histopathologic picture. 
One can call it circumscribed nodular edema with pituitothyroid dysfunction, or something 
similar, but not myxedema. 

Dr. LEo Kapian: I agree that the term “myxedema” is not adequate for the histopatho- 
logical change observed. The process is basically one of edema accompanied by the appearance 
of a pseudomucinous material in the interstitium of the connective tissue. Later, it may be 
accompanied by some increase in fibrocytes and a minimal perivascular chronic nonspecific 
inflammation. It is fairly regularly associated with hyperkeratosis. It is not associated with a 
myxomatous change. The latter is a specific alteration of connective tissue that is not recognized 
as characteristic of this lesion. 

The presence of mucicarmine- or thionine-positive material in myxedema is fairly regularly 
encountered, but it is not specific. It is also encountered in a number of other unrelated dermal 
reactive processes. 


Dr. Lean FisHer: Experimental evidence within recent yéars has been presented by Dr. 
Curtis and his associates that pretibial myxedema is related to the same factors as pro- 
gressive exophthalmos occurring with diffuse toxic goiter or after a thyroidectomy and is due 
to the fact that the thyroid-stimulating hormone elaborated by the anterior lobe of the pituitary 
gland, or thyrotropin, cannot be inactivated by thyroxin. The excess of thyrotropin is thought 
to be the potent factor in the production of a localized myxedema. 

Dr. CHARLES SHERTER: I assume that the thyroid fraction that inhibits myxedema forma- 
tion is, as yet, undiscovered. 

It appears that when the thyroid gland is removed, the TSH hormone of the pituitary, not 
now inhibited by the above-mentioned “X” factor of the thyroid, can produce the myxedematous 
state, and the exact steps are, as yet, unknown. 


Incontinentia Pigmenti. Presented by Dr. MARGARET ANN STORKAN. 


A. S., a 3-month-old infant girl of Mexican descent, was first examined three days after birth. 
A vesiculopapular eruption involved the lower extremities, vulvae, arms, scalp, thighs, and back. 
These papules were arranged in linear fashion, irrespective of nerve distribution, had a verrucous 
surface where they were not vesicular, and had an increase of pigmentation at the base. The 
disorder was asymptomatic and the child was constitutionally healthy. 

There was no contributing history, and the baby has been repeatedly examined by a 
pediatrician for any related defects. 

On examination the infant is alert and healthy. In striate fashion is a hyperpigmentation of 
both legs, back, and arms. The area of the right heel has a linear verrucous plaque, and the 
same process is present on the dorsa of the finger. On the knees are firm milia-like papules. 

A specimen was removed for biopsy from a vesicular lesion (A) and from a verrucous papule 
(B). On microscopic examination of the A section, there is an intraepidermal vesicle with 
inflammatory infiltrate high in the cutis, and about the vesicle margin. The other specimen 
revealed a hyperkeratosis and acanthosis with infiltration of minimal degree and normal cutis. 
The epidermal changes are not unlike those of a verrucous nevus. 


DISCUSSION 


Dr. Harotp C. FisHMAN: This is a most interesting case, not only because of the clinical 
picture but because of the most unusual histological findings. There is the history that originally 
there were patches of vesicles scattered over the extremities and trunk, which gradually cleared. 
Examination at this time shows only the slate-blue reticulated, residual hyperpigmentation which 
is characteristic of incontinentia pigmenti. However, the histological picture of a former papulo- 
vesicular area is most striking. The upper epidermis shows a true dyskeratosis with definite 
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typical corps ronds and grains. This is in addition to the heavy melanin deposition in the cutis 
carried in the melanophores. I had been taught to believe that there are only four true dys- 
keratoses. Two are benign, namely, molluscum contagiosum and Darier’s disease. Two are 
malignant, i. e., Bowen’s disease and Paget’s disease. When I first came across this histological 
picture in a patient of my own with incontinentia pigmenti, who had a hypertrophic verrucoid 
lesion on the thumb from which the section was taken, I thought I had discovered a new clinical 
entity but I found that this had previously been described. However, it has not been sufficiently 
emphasized, and I feel that the existence of a fifth true dyskeratosis should be given more 
prominence. This is a most instructive case. 

Dr. CHarLes SHERTER: Dr. H. Pinkus has recently presented a thorough report on this 
disease, especially with reference to the acute stage of the disease. 

According to him, vesicles and inflammation always precede the appearance of pigmentation. 
However, this stage is often missed because the nondermatologist usually sees the child after 
birth and attributes the eruption to infection or some other cause. Dr. Pinkus feels certain 
that if each of these patients was seen at the beginning, each would show this inflammatory stage. 

Of course, to date, the etiology is unknown. 

Dr. Davin N. Atcon: I think the fact that this infant had a very mongoloid spot on the 
sacrum should be pointed out. 

Dr. MarcareT ANN SToRKAN: At the Pacific Dermatological Society meeting in 
September, 1954, two sisters were presented with incontinentia pigmenti. There was no Rh factor 
concerned in this pregnancy. 


Reiter’s Syndrome (Psoriasis with Arthropathy?). Presented for confirmation of diagnosis 
and therapeutic program by Dr. CHEsTER M. SIDELL. 


This patient is'a 34-year-old white woman, married, who was well until March, 1954. Her 
first symptom consisted of a profuse irritating vaginal discharge which she experienced for the 
first time. About three days later, marked tender swelling was noted in the left large toe and its 
joint. Gout was suspected, but not confirmed. During the fiext six weeks, a migratory arthritis 
developed, which involved both large and small joints. About six weeks after swelling occurred 
in the toe, she noted a blister under the right large toenail. This contained a clear, watery 
material, which drained and left a dry scaling patch. Since then, numerous blisters have developed 
in scattered locations on the body, including the toes, thighs, scalp, conjunctivae, and the mucous 
membranes of the mouth. Where these vesicles had developed under nails or in paronychial 
tissue, some permanent dystrophy has remained. There have been occasional episodes of dysuria, 
not apparently related to the development of vesicles or to the degree of symptomatology in the 
joints. The past history is negative for any significant findings. 

On examination the following principal findings are apparent : 

1. A symmetrical chronic paronychial inflammation involving all the fingers of both hands, 
with marked thickening of the paronychial tissues and destruction and distortion of nails and 
nail beds. Process also exists to a lesser extent on the toes, where it has largely subsided, leaving 
some damage to.nail beds and some permanent destruction of nail stroma. 

2. Deep tender intradermal vesicles in the heel. 

3. Diffuse swelling around the knees and ankle joints, with tenderness on palpation. No 
erythema, discoloration, or nodules. 

4. Moderate obesity, which according to the patient’s history has developed following the use 
of steroids. Mucous membranes at this time normal. 

Laboratory Findings: 

1. Urethral discharge showing Gram-negative diplococci, intracellular and -extracellular, 
resembling Neisseria gonorrhoeae. 

2. Urine: sugar and albumin negative, calcium crystals, occasional red blood cells, and 
approximately 5 WBC per low-power field. 

3. Blood culture negative. 

4. Uric acid levels normal. 

5. CBC normal. 

6. Sedimentation rate moderately elevated, but variable. 

7. Blood serology negative for spirochetal infection. 
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8. Culture of paronychial exudate on first test, Staphylococcus albus. On second test three 
weeks later, negative. 

Treatment: Previous treatment has been as follows: Atabrine, Bi, vitamin B complex, 
salicylates, cortisone, corticotropin, penicillin, ultraviolet light, calcium intravenously, and 
extensive x-ray therapy to the ends of the fingers. 

The joints improved markedly under cortisone therapy, and relapsed when this was reduced. 
The nails and the associated paronychia have not been influenced by therapy until Gantrisin 
was used locally, since which time there has been moderate improvement. Internally, Entozyme 
and vitamin D in high concentration have also been used. Locally, tar salve and various other 
prescription ointments have been tried. 

DISCUSSION 


Dr. Joun W. Carney: In 1916 H. Reiter reported a condition occurring in a soldier 
characterized by the triad of nonspecific urethritis, arthritis, and conjunctivitis; the patient also 
presented symptoms of abdominal cramps, diarrhea, a pustular eruption of the hip, and preputial 
edema. The syndrome, which bears Reiter’s name, of nonspecific urethritis, arthritis, and con- 
junctivitis was first reported in the United States in 1942 by Bauer and Engle (Tr. A. Am. 
Physicians 57:307, 1942). Isolated cases have since been reported in many countries. However, 
the majority have occurred in Europe, Africa, and America. 


The cause of Reiter’s disease is not known; some investigators believe that it is the result of 
a streptococcal infection, others claim that it is secondary to epidemic infectious dysentery. 
Perhaps the commonest theory is that the condition is due to’the pleuropneumonia-like L- 
organism which on occasion has been found in the vaginal discharge of women with leucorrhea. 
It is thought that this organism under certain conditions can produce pathological changes in the 
male. A specific treatment for Reiter’s disease is not available; streptomycin, penicillin, and 
other antibiotics have all been used with variable success and failure. Cortisone in some instances 
may minimize the joint involvement and permit earlier ambulation. Of definite benefit, since the 
condition is often self-limited, is general management such as dietary measures, bed rest, and 
keeping up the morale of the patient. 


As for the case presented tonight, I hesitate to accept the diagnosis of Reiter’s disease in 
view of the vaginal smear report that “Gram-negative intracellular and extracellular organisms 
resembling gonococci were found.” Of course I realize that a report such as this does not mean 
of necessity that gonorrhea is present, but it is certainly enough to arouse one’s suspicions; 
additional culture studies for gonococci would be of benefit. If gonorrhea is shown to be 
present, one must also consider keratosis blennorrhagica, which is often difficult to distinguish 
clinically from Reiter’s disease. Keratosis blennorrhagica is characterized by a gonorrheal 
urethritis, arthritis, usually of the knees and ankles, and a hyperkeratotic, pustular eruption, 
which usually involves the hands and feet. In spite of the absence of a characteristic eruption 
in the case tonight, I would consider keratosis blennorrhagica as the diagnosis. Psoriatic arthritis 
is also to. be considered in this patient, but the absence of even suggestive psoriatic lesions else- 
where on the body, the conjunctivitis and vaginal discharge history, and the relative sudden 
onset of the condition, to my mind, point against this case being of psoriatic origin. 


Dr. Max Porrer: Gonorrheal vaginitis or vulvovaginitis is not found in female adults. It is 
limited to prepubertal females. Even in the female child a diagnosis based on a vaginal discharge 
and/or on a Gram-stained smear is notoriously unreliable. In the female adult only a culture 
from the endocervix or urethra is acceptable, and this culture must be confirmed by fermentation 
tests to differentiate between the Gonococcus, the Meningococcus, and the Micrococcus catar- 
rhalis. A positive culture, including sugar fermentation tests, would be a strong indication that 
we are dealing with a case of gonorrhea complicated with polyarthritis and keratoderma blennor- 
rhagicum. 

Dr. Epwarp L. Murpuy: About the migratory nature of the rheumatoid arthritis in Reiter’s 
disease, the disease stays in these joints for weeks at a time. These patients rapidly become 
debilitated. I had the opportunity of seeing many of these cases at the Ashgurn General Hospital 
while I was in the Service. This was one of the three Army General Hospitals established 
primarily for the diagnosis and care of rheumatic diseases. 

The rheumatologists there were making the diagnosis of Reiter’s disease right and left at 
first, but eventually about three-fourths of the cases were diagnosed otherwise. I believe this 
case, despite the fact of a Gonococtus-like organism, is not keratoderma blennorrhagicum, nor is it 
Reiter’s disease. I think this patient has: psoriasis with rheumatoid arthritis. 
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Dr. Ernest THomas Fox: If the disease of this patient is keratoderma blennorrhagicum, 
the physician is justified in making a careful aspiration of fluid from one or more of the affected 
joints for purposes of further examinations. These should include the following: 

1. Microscopic examinations of the sediment obtained from centrifuged portions of the fluid 
specimen and stained with Gram stain. 

2. Culture of the sediment on a medium suitable for growth of the Neisserian diplococcus. 

3. Complement fixation tests on a noncentrifuged portion of the aspirated fluid. 

Dr. Harotp C. FisHMan: It is the opinion of some of the arthritic specialists that Reiter’s 
disease is a type of psoriasis, and the urethral, nonspecific type of discharge is due to a psoriatic 
lesion in the urethra. In this patient I can only make a diagnosis of psoriasis, as the classic 
features of Reiter’s disease do not appear to be present. I have never seen a psoriatic lesion on 
the buccal mucosa itself. However, one of the good rheumatologists who is very much interested 
in Reiter’s disease showed me a slide from a biopsy specimen of a lesion on the buccal mucosa. 
It had all the histological characteristics of psoriasis with the exception that the epidermis looked 
like mucous membrane. He. said that this was a specimen from a patient with the so-called 
classical picture of Reiter’s disease. If this is so, it means that we will-have to change our 
thoughts on this illness. However, I am still looking for my first case of a psoriasis patient with 
a true lesion of psoriasis on the buccal mucosa, and I am still looking for the dermatologist 
who himself has observed and confirmed by biopsy this phenomenon. 


Dr. WiLtarD L. Marmetzat: I should like to ask Dr. Kaplan what is the clinical nature 
of the mucous membrane lesions in. the mouth. Are they vesicular lesions or bullous ulcerations? 
All of us know pretty well what a psoriatic lesion of the skin is. Is the same true of mucous 
membrane lesions in the mouth, urethra, and genitourinary tract? Have they been observed and 
do they seem to show up in a fairly typical location in the urethra, or is cystitis found? I saw 
a fair bit of what was called Reiter’s syndrome in the Pacific. There were 2200 men aboard our 
ship, Everyone had diarrhea. After the dysentery, we saw occasional cases of what we thought 
at first was rheumatic fever because of the fever that began and the arthritis that developed. 
But, actually, as the urethral discharge and conjunctivitis bécame evident, we thought these were 
cases of Reiter’s disease. No one other than Dr. Carney has again emphasized that the dysentery 
was seen as a precursor in a number of the cases. Are the men that you have seen predominantly 
psychobiological types—do. these men who have been observed react poorly to stress? I subscribe 
to some degree to the theory that there are strong, psychogenic, psychodynamic factors at work in 
psoriasis. Many persons who have rheumatoid arthritis also have strong psychosomatic com- 
ponents either on an allergic basis or possibly due to increased muscle tone. Has this aspect been 
studied in these particular cases? 

Dr. LEo Kapitan: The microscopic pattern of the lesions of the palate observed by us were 
undistinguishable from psoriasis. However, it must be pointed out that some nonspecific acanthotic 
lesions of the buccal mucosa resemble this process. This does not deny the importance of the 
observation that these lesions do occur in association with similar lesions on the skin of such 
patients. 


Dr. Harotp Price: I should like to ask Dr. Sidell if any work has been done to determine 
whether the husband harbored any Gram-negative organisms in the lower urinary tract? That 
would be important regardless of whether you do a culture or not. 

Dr. LaurENCcE J. UNDERWOOD: Several months ago Dr. Green and I presented a young 
man with nail and periungal lesions which imitated those of Dr. Sidell’s patient. We presented 
this case as one of Reiter’s syndrome versus psoriasis. He also had a nonspecific urethritis and 
scaly reddish lesions on the penis and scrotum. A biopsy from a penile shaft lesion revealed 
findings of a nonspecific dermatitis and was not diagnostic for psoriasis. He had oral lesions at 
one time and small erythematous puncta involving the gingiva, lips, and palate. As I observed 
this patient, through two acute episodes, I believe he probably has an uncommon variant of 
psoriasis rather than Reiter’s syndrome. 

Dr. CHESTER SIDELL: It is probably of interest to note that at this time the complications 
induced by the patient’s prolonged steroid therapy are as big a problem as the management 
of her original condition. 


Basal-Squamous-Cell Carcinoma. Presented by Dr. Epwarp Murpuy and Dr. Joun D. Rocers (by invitation). 
Granuloma Annulare. Presented by Dr. LAURENCE J. UNDERWOOD and Dr. WALTER S. GREEN. 
Case for Diagnosis: Parapsoriasis—Mycosis Fungoides? Presented by Dr. ANITA GELBER. 
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R. M., a doctor’s wife, over 50 years of age, first came to the office 10 years ago for 
removal of several keratoses on the abdomen. Through the years she developed occasional other 
keratotic lesions of the lower part of the abdomen, and these have been either controlled by 
topical preparations or removed by desiccation. Suddenly in July, 1954, she developed an ery- 
thematous, scaly lesion on both soles and a similar erythematous lesion over the right eyelid. 
The latter quickly cleared and was considered to be contact dermatitis. The lesions of the feet did 
not respond to x-ray therapy or antifungal ointments. A biopsy apparently ruled out psoriasis. 
Patch tests to all suspected contactants have been negative with the exception of tests to nylon 
and to one particular shoe lining. The patient has been out of contact with these materials for 
two months, but there has been no favorable response of the lesions. 








































DISCUSSION 


Dr. J. Lowry MILLER: Despite the evidence that the patient is sensitive to nylon, I think 
she has psoriasis. Possibly it is a case of keratoderma associated with dermatophytosis. I have 
a patient at present with similar plantar lesions, who now has no psoriasis but gave a history of 
the disease in the past, and in the last week has developed a typical lesion of psoriasis on the 
elbow. I think this woman has psoriasis, and it is just a question of time until she develops 
more typical lesions. 


Dr. Lestiz P. BarKER: In view of the histologic findings I don’t think it could fit in with 
psoriasis. I think it is contact dermatitis. She might be tested to her pocket-book leather. 


Dr. WiLBERT Sacus: I can readily understand the clinical diagnosis and would have made 
the same one, but in view of the pathology I would agree that psoriasis was definitely ruled out. 
In view of the neurodermatitic reaction one would think of some sort of contact dermatitis. If 
it were psoriasis or fungous infection nothing would have happened with hydrocortisone, but with 
contact dermatitis it would. 


Dr. HERBERT J. Spoor (by invitation): We have tried numerous types of cultures without 
result. 

Dr. Franx E. Cormta: I would be inclined to agree with Dr. Miller. I gather from 
remarks of another discusser that he feels that in at least some patients with psoriasis there 
is an imbalance in the blood lipids. Would he therefore recommend soybean lecithin? Regarding 
late syphilid of the skin, it is my experience that the hyperkeratotic type is punctate in nature. 

Dr. Eucene F. Traus: When the patient was first seen the eruption strongly suggested an 
early psoriasis. The lesions at that time were not coalescent as they are now, but were distinct, 
more or less punctate, papulosquamous, and centrally scaly. The process gradually extended up 
the side of the foot and finally the papules coalesced to make the border you see today. To rule 
out a fungous infection we took as many cultures as we could, and they were negative, and so also 
was a direct smear. I am convinced, however, as is Dr. Machacek, that adequate cultures haven’t 
been performed. If you noticed, the great toenail might or might not be a factor. 

I thought to clinch the diagnosis of psoriasis by performing a biopsy but Dr. Sachs’s report 
apparently utterly ruled that out. He mentioned a neurodermatitic reaction, which I couldn’t 
accept, on the soles. There has been a distinct improvement after the patient discontinued wearing 
nylon, but the condition is now about stationary. 

Dr. Frank C. Comses: Does she use anything on her hair? 


Dr. Evcene F. Traus: She uses a home rinse, the last time about a month ago, and I 
think the pigmentation on her fingernails is purely an artefact, possibly due to a combination of 
the ammoniated mercury used on the feet, or to the hair rinse. 


Vitiligo. Verrucae. Presented by Dr. Eucene F. Travs. 





G. C., a nurse aged 50, was referred in September of this year for treatment of multiple 
verrucae which had occurred suddenly on her face, head, scalp, forearms, and chest, shortly 
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following radical removal of the right breast for cancer. The patient is still under the convalescent 
care of her surgeon, but except for a small incisional defect the operation has apparently been 
successful and complete. She has had prophylactic bilateral ovariectomy and 14 deep x-ray 
treatments. 
The patient was given bismuth, 1 cc. once weekly. After the fifth injection she developed a 
severe gastrointestinal disturbance and in addition a very painful mouth. At the time the oral 
‘ mucosa appeared irritated and inflamed in the manner one would expect to see following irrita- 
tion from a detergent dentifrice. One week later the oral lesions had acquired a verrucous 
character and had become much more painful. Bland mouth washes have been of no avail. The 
patient is presented for discussion of therapeutic management. 


DISCUSSION 


Dr. L. P. Barker: This is the most unusual case I have seen in years, and I cannot place 
it in a disease bracket. Such a generalized papillomatosis with hyperkeratosis of the palms and 
soles following soon after the operation would certainly make one think there was a cause and 
effect relationship. An unusual type of Darier’s disease must also be considered. 

Dr. WiLsert SacHs: These lesions clinically look like verruca vulgaris. I have never 
seen such a thing, but think I have read of it. I believe these lesions have something to do with the 
malignant internal tumor; they may denote a metastasis. We might see something under the 
microscope that would give us a clue. I am thinking of acanthosis nigricans in reverse. 

Dr. HERBERT J. Spoor (by invitation): At the time of the gastrointestinal upset which she 
attributed to the bismuth, there was nothing other than an erythematous lesion in. the mouth. 
Within a few days all the present verrucous lesions developed. 

Dr. Georce C. ANpREws: I also had acanthosis nigricans in mind, because it can be of a 
yellowish color. 

Dr. J. Lowry Miter; I think it is definitely not a case of simple warts. There are all 
types of lesions present—keratoses, seborrheic keratoses, pedunculated lesions, and warty lesions, 
occurring on the palate and various other places. There are probably two factors of etiologic 
significance, one cancer and the other the removal of the ovaries, which has hastened this process. 

Dr. Frank E, Cormia: Has anyone ever seen or heard of an eruption such as this following 
a malignant tumor or following metastasis? It must be an extreme rarity. 

Dr. Eucene F. Traus: We supposed that this was something other than just verrucae even 
though only scattered warts on the hands and forearms marked the onset. I purposely did not 
mention acanthosis nigricans. It certainly now seems to be acanthosis, or something of that 
nature, in reverse as Dr. Sachs said. I asked whether there were any internal factors except the 
removal of the breast for cancer and the ovaries as a prophylactic measure, and she had none. 
I am happy to learn that taking out one of these lesions might be of some real diagnostic help, 
because I thought simply a wart structure might be revealed. There is the molluscum fibroma 
type of lesion on the lower part of the abdomen, and the lesion on the breast, which is deeply 
pigmented, black, flat, like an early melanoma or junction nevus. Those on the palate could be 
mistaken for something like a hemolymphangioma although they are definitely verrucous. 


Rosacea or Rosacea-Like Tuberculid. Presented by Dr. Franx E. Cormra. 


M. T., a woman aged 42, has always been in good general health. She has a slightly low 
basal metabolic rate and has taken thyroid medication for the past 18 months. Her teeth have 
bothered her for a number of years, with cavities and some gingivitis. Three teeth are devitalized. 
She is subject to sore throats during the winter months and took a course of autogenous vaccine 
two years ago with great benefit. 

The patient’s father died of gastric ulcer, and a brother has a similar condition. Her mother 
had gail-bladder colic two years ago. 

The facial condition has been continuously present since its onset five months ago, but has 
varied considerably in severity. It has been greatly improved by rosacea routine, with weak sulfur 
ointment, a few carbon dioxide slush treatments, and a course of roentgenotherapy. However, 
new lesions have continued to develop. Minor relapses have not been prevented by 400 mg. of 
isoniazid daily for two months. 

The right cheek is practically clear, but there is a scattering of small red papules in the 
central portion of the left cheek. Occasional larger lesions with purulent centers have been noted. 


778 





SOCIETY TRANSACTIONS 


DISCUSSION 


Dr. WitBErtT Sacus: A tuberculin test should be done; if it is positive it would be more in 
favor of rosacea-like tuberculid, and if not, papulonecrotic tuberculid. 


Dr. EuGEneE F. Travus: I agree with Dr. Sachs that is definitely a tuberculous affair and not 
an ordinary rosacea. 


Dr. J. Lowry Miter: I agree that it is a tuberculid of one type or another. 


Reticulohistiocytoma Cutis. Presented by Dr. J. Lowry MILLER. 


N. S., an unmarried woman aged 22, was first seen two days ago complaining of an erup- 
tion involving her face, axillae, and sides of her neck, of two years’ duration. Aside from acne 
which she had had beginning at the age of 13, she had been completely well until she noted the 
onset of red papules on her eyelids two years ago. The patient had been heavily tanned that 
summer, and.as the tan faded the papules were noted. New lesions continued to appear on her 
cheeks and subsequently in the distribution previously mentioned. In February, 1953, she con- 
sulted Dr. Harry Carney, who performed the first biopsy. Study of a number of biopsy speci- 
mens and of the patient was subsequently performed at the Cleveland Clinic by Dr. George H. 
Curtis. The first diagnosis was a micropapular tuberculid, but guinea-pig inoculation and 
tests with old tuberculin were negative. The patient was then treated for three months with 
injections of streptomycin twice a week and paraaminosalicylic acid by mouth, with no improve- 
ment. Upon restudy of the original slides and new biopsies, a diagnosis of reticulohistiocytosis 
was made by Dr. Haserick and confirmed by other pathologists at the December, 1953, meeting 
of the American Academy of Dermatology and Syphilology. Blood cell counts, a roentgenogram 
of the chest, and a blood sugar determination in August, 1953, were all normal, and serologic 
tests for syphilis were negative. 

There are many brownish-red, pinhead-sized papules scattered over the axillae and on the 
adjacent parts of the shoulders and chest. A few similar lesions are present in the flexures of 
the elbows. The entire face, including the eyelids, is covered with brownish-red macules the size 
of matchheads which have become almost confluent. On diascopic pressure the color remains. 

A complete physical examination was normal except for a few small inguinal glands. There 
is a brownish area on her back which corresponds with the point of pressure of her desk chair. 

Histologic examination of a specimen removed at the Cleveland Clinic was reported by Dr. 
Machacek as follows: 

“Sections of a cutaneous lesion revealed an epidermis which was locally acanthotic. Beneath 
the epidermis could be seen evidence of hemorrhage and an infiltration of a variety of cells. 
Many of these were spindled but there were also numerous multinucleated elements. Most of 
these had a deeply eosinophilic cytoplasm. One saw also many pale cells, the cytoplasm of which 
was vacuolated. Chiefly at the periphery of the infiltration were numerous lymphocytes. The 
lesion was a reticuloendothelial infiltration with xanthoma cells. Diagnosis: Purpuric xantho- 
reticuloendotheliomatosis.” A second biopsy showed a tiny granular (?) which in frozen section 
section showed a few large cells containing a lipid material. 


DISCUSSION 


Dr. Frank E. Cormia: I have never seen anything like it. I am not as much concerned 
with diagnosis as with treatment. I think we will have to accept the opinion of the pathologist. 
The question of diagnosis is a difficult one. Possibly some very superficial planing method may 
improve the lesions on the face. 

Dr. Euvcene F. Traus: I can see where a microscopic diagnosis of some type of 
xanthomatous lesion might be entertained because these lesions have a peculiar yellowish color. 
They seemed even to elevate themselves a little on friction, which may or may not be significant. 
As far as treatment is concerned, I would disagree with any idea of planing because I believe 
it should be left untreated; it is the type of disease that might run a self-limited course. I 
would suggest some sort of camouflage application, with perhaps some type of peeling lotion. 

Dr. Witsert Sacus: I agree that this is a reticulohistiocytoma, and to me this diagnosis 
simply means an unusual form of histiocytoma. The lesions are small and not raised, and under 
the microscope, instead of a tumor of these cells, one finds almost a diffuse reaction. 


Dr. Georce C. AnpREws: I had a similar case in which the slide was examined by Dr. 
Hamilton Montgomery. I treated the patient with cortisone and the lesions improved greatly, 
but when it was stopped they recurred. I then curetted them off under local anesthesia with ethyl 
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chloride. Those that I removed stayed away but left little pigmented scars. I have known this 
patient now for about three years and she has not had further treatment. Some of the lesions 
have come and gone, but on the whole she is better, the lesions being less noticeable. The 
eruption seems gradually to improve spontaneously. I agree with those who believe it is best to 
leave it alone. There is also the question of whether the lesions would change into lympho- 
blastoma. 

Dr. WiLBErRT Sacus: In reticulohistiocytoma you find giant cells, which you don’t find in 
the other type. 

Dr. EuGene F. Traus: The early lesions are apparently inflammatory. What has been 
spoken of as purpura is a vascular inflammatory type of lesion. 

Dr. WiLBERT SAcHs: I think the color is due to the foamy type of cell, degenerated and not 
infiltrated type of fat. ‘ 

Dr. J. Lowry Mitter: Apparently there are two forms of this disorder. Not many 
cases have been reported. There have been about 20 cases in all. It apparently forms one or 
more solitary lesions, generally associated with a debilitating disease such as arthritis. It is 
purely a pathologic diagnosis. It becomes localized and frequently the diagnosis is missed, so 
many of the cases are published under a false diagnosis. Then there is another group, of which 
Shelmire had a case in a 30-year-old man, which spontaneously improved and disappeared in the 
course of several years. Other cases have been reported that are accompanied by thyroid 
dc: ficiency. One or two of the patients complained of nervousness. This patient also complains of 
nervousness, although she is rather a sensible type of person. Her only improvement has occurred 
on. two periods of vacation, one in the sun and one without, so the sun apparently has nothing 
to do with it. I am going to tell her to forget about it, cover it up, go on and enjoy a happy life. 
I have a good idea she will have a spontaneous remission. 


Light-Sensitivity Dermatosis? Presented by Dr. Franx E. Cormia. 


P. S., a man aged 60, is in fair general health. There is no history of porphyria in the family. 
The patient developed syphilis 16 years ago and was treated with arsenicals and bismuth for 
18 months. There were no obvious reactions. Spinal fluid’ and subsequent physical examinations 
have been essentially negative, and two recent Mazzini tests of the blood were 2+ and negative. 

The patient has complained of chronic malaise for some six or eight years, but no adequate 
cause has been found. A recent check-up by an internist was normal, with an erythrocyte sedi- 
mentation rate of 8 mm. in one hour, and a normal roentgenogram of the chest, urinalysis, and 
hemogram. He has been a moderately heavy drinker for many years and now drinks a con- 
siderable amount of beer and up to a quart of whiskey weekly. 

The patient has been sensitive to sunlight since an acute vesicular reaction some 20 years 
ago. Eleven years ago plaque-like lesions: developed on the face; a diagnosis of lupus erythema- 
tosus was made, and three series of gold injections to a total of 18 were given in 18 months. 
Nine years ago a second dermatologist gave him a series of Hapamine injections, The eruption 
was rather troublesome until five years ago, being present mainly during the summer months. 
Urticarial lesions may appear on the face at any time, however, following 15 to 35 minutes’ 
exposure to sun. The present attack began some two weeks ago and was not preceded by more 
exposure to the sun than he had been able to tolerate on previous occasions. He felt that alcohol 
and possibly nervous tension might also bring out the eruption at times. Erythema of the palms 
developed simultaneously with the onset of thé present eruption and has persisted. 

Recent medications have consisted of a Benzedrine-vitamin combination and methyl- 
testosterone. He has used Colgate’s Ammident tooth paste at times and takes acetylsalicylic 
acid occasionally. He has used Lentheric toilet water after shaving for some years. 

The right cheek shows an erythematous, brawny edema, while more discrete urticarial plaques 
are present over the forehead, left cheek, and anterolateral aspects. There is no hyperpig- 
mentation. The liver and spleen are not palpable, and there is no adenopathy. 


DISCUSSION 


Dr. Eucene F. Traus: I have seen a number of similar cases recently. I believe one was 
shown at this meeting, a young man who had been recalled into the Navy; he was supposed 
to do sea duty and suddenly developed lesions that looked like lupus erythematosus of the 
edematous type, and on the basis of a biopsy which seemed to confirm the diagnosis of lupus 
erythematosus, was given a permanent leave from active duty in the Navy for fear the sun would 
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come into play. The paper work had not been finished before all lesions had disappeared 
spontaneously. I have seen five or six cases in which such lesions came in crops on the exposed 
parts of the face, lasted a few weeks, and then disappeared. They seemed to get well whether 
the patient was in the sun or not. They were lesions almost like chronic urticaria, or erythema 
perstans, but the location was not that of ordinary erythema perstans and the histology was that 
of ordinary lupus erythematosus. The edematous, relatively acute type of lesion with relatively 
little scaling is not uncommon, and I don’t know just how to classify it unless it is some variant, 
or an acute fleeting lupus erythematosus that disappears more or less spontaneously. In my 
patient I could not find anything that seemed to be a factor, such as a focus of infection, 
chest involvement, or the like. 

Dr. Paut E. Becuet: It is my impression that the patient has an acute discoid type of lupus 
erythematosus. The flare-ups after actinic exposure somewhat confirm this opinion. It is the 
type of eruption which bears watching for a possible change to the disseminate type. It might 
be of interest to determine whether or not the L. E. cell is present. 

Dr. J. Lowry MiLter: I think it is definitely that form of disease, the name of which is 
still obscure. I have always called it lupus erythematosus of the nonscarring, sun-sensitive type, 
and sometimes influenced by other factors. I had one case in which it occurred only during 
each of four pregnancies. I agree with Dr. Machacek that the mechanism of pellagra producing 
sun sensitivity may be a factor in this case. I think it is lupus erythematosus of the nonscarring 
type which if aggravated could go over into lupus erythematosus disseminatus. : 

Dr. Wiisert Sacus: Even the clinical and laboratory findings show nothing. I believe he 
has vascular damage due to syphilis, and anything that provokes the vessels will give this type 
of reaction, such as the sun, liver damage, etc. I can’t agree with some of the diagnoses in view 
of the fact that the lesions come and go so fast. If you wish to call it the early or the subacute 
stage of lupus erythematosus, I would go along, but in general it is an erythema multiforme 
type of reaction caused by many different trigger mechanisms. 

Dr. Frank C. Comses: Do you place any weight on the vascular changes in the palms? 


Dr. WivsBert Sacus: Yes, I think the syphilitic infection may have left definite vascular 
damage. 


Dr. GERALD F. Macuacek: I think diet, drink, liver damage, porphyria, etc., should be taken 
into consideration. 


Dr. Frank E. Cormia: It is a difficult diagnostic problem. The lesions do look something 
like those of lupus erythematosus, but they are relatively transient; furthermore, they are related 
specifically to exposure to the sun on most occasions, although in the present attack this was 
not the case. In addition, he had treatment for lupus erythematosus with gold, without improve- 
ment, although this is not a good diagnostic criterion. I shall investigate the question of por- 
phyria. As to the possibility that the eruption might be related to pellagra, he probably drinks 
a lot more than he admits, but he eats an adequate, well-balanced diet, so I am inclined to 
doubt that he has pellagra. The liver is not enlarged and apparently there is no liver damage. 
The Sulfobromophthalein test and the blood bilirubin are normal. One thing that confused me 
a great deal is that, although the eruption resembles subacute lupus erythematosus, his general 
health has continued good for 12 years, and his erythrocyte sedimentation rate, blood leucocyte 
counts, and other tests have been completely normal. These findings do not fit into my concept 
of subacute lupus erythematosus. 


Dr. EuGEne F. Travs: If it is lupus erythematosus, it isn’t the type in which I would expect 
any improvement from gold. 





Obituaries 


Three of Europe’s outstanding dermatologists died recently, and their loss will 
be felt in this country, as well as by.their colleagues at home. 


HAROLD WORDSWORTH BARBER, M.D. 
1886-1955 


R. HAROLD WORDSWORTH BARBER; M.B., F.R.C.P., died on Jan. 
14, 1955, at the age of 68. He was born at Nottingham on May 13, 1886; he 
obtained his medical training at Guy’s Hospital, and qualified as M.B., Cambridge, 
in 1911. In 1912 he started the study of dermatology in Paris, and he studied at 
Hamburg under Prof. Paul Unna. He saw service in India, Mesopotamia, German 
East Africa, and France during the first World War. He was physician to the skin 
department at Guy’s Hospital, consulting dermatologist to the Royal Navy, and 
"served at various times on the honorary staffs of the Prince of Wales and the 
Evelina Hospitals. His many friends in America sincerely regret his death. 
Paut A. O’Leary, M.D. 


WILLIAM JAMES O’DONOVAN, M.D. 
1886-1955 


D* WILLIAM JAMES O’DONOVAN, O.B.E., M.D., M.R.C.P., Knight of 
St. Gregory, died at the age of 68, on Jan. 13, 1955. He received his educa- 
tion at the University of London and abroad. He was a Conservative member of 
Parliament from East End of London, and played an active part in politics for many 
years. His contributions to the dermatologic literature were noteworthy, and his 
ability as a fearless public speaker was also well known by his colleagues. He had 
been a Colonel in the Royal Army Medical Corps and Chief Medical Officer of the 
Ministry of Munitions. Paut A. O’Leary, M.D. 


HENRI GOUGEROT, M.D. 
1881-1955 


ROF. HENRI GOUGEROT died in Paris, Jan. 15, 1955, at the age of 73 

years. He was head of the “Clinique des maladies cutanées et syphilitiques” of 
the Faculté de Médicine, Université de Paris, from 1928 through 1951 and became 
the most illustrious representative of French dermatology. He studied under Brocq 
and received from. him ‘the tradition of the “Ecole de Saint-Louis,” of which he 
became in due time one of the professors. He acquired at a young age a great repu- 
tation for his’ reséarch in the bacteriology of nonfollicular cutaneous tuberculosis and 
for his investigations with Beurmann on the nature of sporotrichoses. 

His scientific work is abundant. We are indebted to him especially for his out- 
standing ‘studies on infectious superficial dermatitis, hypodermitis, foreign body 
granulomas, the capillaritis associated with the trisyndrome that is named after him, 
the cutaneous allergies, and numerous papers on mycology, tropical pathology, and 
syphilography. He was a remarkable teacher, endowed with vast erudition, and at 
the same time Gougerot was a modest, simple man of great kindness, loved by those 
who studied under him and by everyone who had the good fortune of knowing him. 
His death is an irreparable loss to dermatology. Paor. R. Decos 
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